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LETTER  OF  TRANSMITTAL, 


U.  S.  Department  of  Agriculture, 

Bureau  of  Chemistry, 
Washington^  D.  6'.,  Fehruanj  0\  1909. 
Sir:  I  have  the  honor  to  submit  for  your  inspection  and  approval 
a  report  containing  the  results  of  inquiries  made  bv  the  Division  of 
Drugs  in  order  to  obtain  reliable  information  in  regard  to  the  harm- 
ful effects  of  acetanilid,  antipyrin,  and  phenacetin.     The  investiga- 
tion was  undertaken  at  this  time  because  the  attention  of  the  Bureau 
of  Chemistry  has  been  drawn  to  the  subject  in  connection  with  the 
labeling  in  accordance  with  the  food  and  drugs  act,  of  drug  products 
containing  one  or  more  of  these  agents.     I  recommend  that  this  re- 
port be  published  as  Bulletin  120  of  the  Bureau  of  Chemistry. 
Respectfully, 

H.  W.  Wiley. 

Chief  of  Bureau, 
Hon.  James  Wilson, 

Secretary  of  Agmcultiire. 
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THE  HARMFUL  EFFECTS  OF  ACETANILID,  ANTIPYRIN,  AND 

PHENACETIN. 


SUMMARY  OF  DATA  COLLECTED. 

Acetanilid,  antipyrin,  and  acetphenetidin  (phenacetin)  were  intro- 
duced as  remedial  agents  in  1886,  1884,  and  1887,  respectively.  They 
were  at  first  used  almost  exclusively  for  the  reduction  of  the  body 
temperature  in  the  febrile  diseases,  but  as  time  went  on  they  were 
employed  less  and  less  for  this  purpose,  particularly  in  asthenic  cases, 
because  of  their  depressing  effects.  On  account  of  their  analgesic 
properties,  however,  they  gradually  came  into  use  more  and  more 
for  the  relief  of  pain,  and  at  the  present  time  this  may  be  said  to 
constitute  their  most  important  field  of  usefulness.  At  the  time 
when  they  were  employed  principally  as  antipyretics  their  use  was 
directed  by  the  physician,  and  they  were  administered  with  medical 
skill  and  judgment.  In  time,  however,  these  agents  became  better 
known  as  analgesics  and  were  used  more  and  more  by  the  public  at 
large,  without  medical  supervision,  for  the  relief  of  headache  and 
other  minor  aches  and  pains,  and  at  the  present  time  they  are  used  ex- 
tensively in  this  way,  largely  in  the  form  of  proprietary  preparations. 
The  indiscriminate  and  often  ill-advised  use  of  these  drugs  by  the  laity 
has  been  productive  of  bad  effects  in  many  instances.  Furthermore, 
the  number  of  reported  cases  of  poisoning  by  these  agents  or  prepara- 
tions containing  them  has  increased  notably  during  the  last  few  years. 

Since  the  passage  of  the  food  and  drugs  act,  June  30,  190G,  the 
attention  of  the  Department  of  Agriculture  has  been  directed  to  this 
subject,  particularly  in  connection  with  the  branding  of  drug  prod- 
ucts containing  one  or  more  of  these  agents,  and  an  attempt  has  been 
made  to  obtain  fidl  and  reliable  information  in  regard  to  their 
poisonous  qualities.  That  there  is  considerable  diversity  of  opinion 
on  this  subject  is  evident  from  the  testimony  given  by  the  medical 
experts  in  the  recent  case  of  the  United  States  v.  R.  N.  Harper.  Mr. 
Harper  was  the  proprietor  of  a  remedy  known  as  "  Harper's  Cufor- 
hedake  Brane-Fude,"  which  contained  among  other  ingredients  acet- 
anilid and  antipyrin.  At  this  trial  one  of  the  physicians  testified 
that  whereas  he  had  formerly  used  acetanilid  rather  freely  he  now 
prescribed  it  ver}^  guardedly,  because  of  the  unexpected  and  untoAvard 
effects  which  had  l>een  found  to  follow  its  use.  Another  expert 
testified  that  whereas  he  had  formerly  used  it  i^i  his  practice  he  did 
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not  use  it  now,  because  in  his  experience  it  had  proven  uncertain  in 
effect  and  untrustworthy.  Still  another  said  he  did  not  use  it  at  all, 
and  when  asked  wh}^,  said,  "  I  am  afraid  of  it."  But  a  fourth 
physician  stated  that  he  employed  it  to  good  advantage,  and  that 
though  he  often  noted  "  bluing  of  the  skin,"  or  cyanosis,  he  regarded 
this  s^^mptom  merely  as  a  "  signal "  or  warning  as  to  the  further 
administration  of  the  drug. 

Recent  investigation  indicates  that  all  three  of  these  drugs  are 
noAv  used  less  than  formerly  by  medical  practitioners.  Of  the  phy- 
sicians who  gave  information  on  this  subject  in  rej)ly  to  an  inquiry  by 
the  Department  of  Agriculture,  66  per  cent  state  that  they  use 
acetanilid  less  frequently  than  formerly,  nearly  66  per  cent  made  die 
same  statement  with  regard  to  antipyrin,  and  51.2  per  cent  with  re- 
gard to  phenacetin.  The  reason  given  referred  in  almost  every  in- 
stance to  the  toxic  properties  of  these  agents,  particularly  their  de- 
IDressing  effect  upon  the  heart.  The  fact  that  they  are  poisons  in  the 
true  sense  of  the  word  is  recognized  by  members  of  the  medical  pro- 
fession, but  it  is  doubtful  whether  the  general  public  is  aware  either 
of  this  fact  or  that  they  possess  any  possibilities  for  harm  whatever. 
Certainly  there  is  nothing  to  indicate  an  appreciation  of  these  qual- 
ities on  the  part  of  the  laity  if  one  can  judge  from  the  ever-increasing 
sale  to  the  public  of  these  drugs  and  preparations  containing  them. 
It  therefore  appears  that  the  people  in  general  should  be  informed  of 
their  poisonous  properties  and  of  the  injurious  effects  which  may 
follow  their  ill-advised,  prolonged,  or  habitual  use.  To  this  end, 
the  Department  has  recently  instituted  an  investigation  to  determine 
as  far  as  possible  the  status  of  acetanilid,  antipyrin,  and  phenacetin 
as  toxic  agents.  The  investigation  was  conducted  along  two  lines: 
First,  an  inquiry  addressed  to  medical  practitioners  in  the  United 
States  Avith  regard  to  their  personal  experience  with  these  drugs:  and 
second,  a  study  of  the  cases  of  poisoning  recorded  in  medical  litera- 
ture. The  results  of  this  investigation  are  set  forth  in  the  followiiig 
pages. 

The  purpose  of  the  iiujuiry  was  not  to  deiu-ecinte  in  any  w:iy  \]\c 
value  of  these  substances  as  medicinal  agents,  but  rather  to  furnish 
information  to  the  public  which  would  enable  them  to  understand 
that  these  remedies  should  be  employed  with  caution  in  \hc  absence  of 
reliable  medical  advice,  as  can  readily  be  seen  from  the  following 
correspondence  which  passed  between  the  Department 
physicians  who  furnished  infoi  ination  in  reply  to 
regai'd  to  his  personal  experience  with  these  di'ugs: 

I  have  1)0011  usin^  ncotniiilid  now  iionrly  olovon  y(>:irs,  ()I)S(m- 
nilos  witliout  any  but  tlio  dosirod  rosnlts,  oillior  iiiiiiiodialc 
jis  my  obsorvniioii  jroos. 

Novor  ^ivo  iiioro  tli;m  'J. ."id  ^'iMins  jil  Ji  doso. 


an( 

il  one 

of  the 

iiHi 

(uiries 

with 

i  1 1  u' 
•  r  r 

tll(>   fol 

llowin.c: 
:is  f-AV 
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Never  give  acetanilid  or  any  like  preparation  when  there  is  reason  that  some 
drug  should  be  given  to  support  the  heart  while  this  drug  is  acting. 

Give  it  as  a  rule  for  its  sedative  effect  on  the  nervous  system  during  sthenic 
fevers  rather  than  as  an  antipyretic. 

You  have  not  asked  for  the  above,  but  I  can  not  help  thinking  that  the  war 
made  on  these  drugs  is  carrying  the  matter  to  the  extreme,  and  that  their  dis- 
favor is  due  rather  to  the  excessive  dosage  and  promiscuous  usage  than  to  the 
fact  that  they  are  drugs  not  to  be  used  at  all,  and  in  your  investigation  I  w^ould 
ask  your  earnest  consideration  of  this  aspect  of  the  case. 

To  this  communication  the  Department  of  Agriculture  replied  as 
follows : 

Your  favor  of  June  9  at  hand  and  in  reply  we  desire  to  thank  you  for  the  in- 
formation submitted.  With  regard  to  the  effects  of  acetanilid  we  would  say  that 
our  views  accord  fully  with  your  own  as  set  forth  in  your  communication,  and 
we  would  be  pleased  to  publish  your  letter  in  the  forthcoming  bulletin  of  the 
Department  of  Agriculture  if  it  can  be  used  to  advantage  and  if  you  have  no 
objection.  We  agree  with  you  that  the  harm  done  by  acetanilid  does  not  result 
from  its  proper  use  under  the  direction  of  the  physician,  but  is  mainly  the  result 
of  the  promiscuous  and  indiscriminate  use  of  the  product  by  the  laity.  The 
object  of  our  investigation  is  not  to  conduct  a  war  against  acetanilid  and  similar 
drugs,  as  you  suggest,  but  rather  to  throw  safeguards  around  the  public  and 
thus  prevent,  as  far  as  possible,  a  repetition  of  the  many  unfortunate  accidents 
which  are  reported  to  have  resulted  from  the  ill-advised  use  of  these  remedies 
in  the  past. 

Much  has  already  been  accomplished  along  this  line  through  the 
agency  of  the  food  and  drugs  act,  which  requires  that  the  label  of 
medicinal  preparations  shall  contain  information  relative  to  the 
quantity  or  proportion  of  certain  ingredients,  which  are  enumerated 
in  the  law,  and  th^ir  derivatives  and  preparations.  By  far  the 
greater  number  of  manufacturers  have  shown  a  disposition  to  com- 
ply with  the  law  in  declaring  the  prescribed  drugs,  but  an  investi- 
gation shows  that  many  preparations  containing  these  or  other  dan- 
gerous agents  bear  statements  which  transgress  the  section  of  the 
law  on  misbranding.  The  misrepresentation  in  munj  instances  takes 
the  form  of  assertions  to  the  effect  that  the  remedy  is  harmless  or 
that  it  contains  no  poisonous  or  harmful  ingredients.  Again,  the 
public  is  given  to  understand  in  many  cases  that  the  medicine  can  be 
taken  practically  ad  libitum  until  the  desired  effect  is  obtained. 

Some  of  the  manufacturers  of  acetanilid  preparations,  not  content 
with  claiming  that  their  products  contain  no  poisonous  or  harmful 
ingredients,  go  even  further  and  assert  that  the  medicine,  in  addition 
to  being  an  efficient  remedy,  acts  as  food  or  nourishment  for  the  up- 
building of  some  particular  part  of  the  body;  that  it  is,  in  short,  a 
"  nerA^e  food  "  or  a  "  brain  food."  With  regard  to  this  use  of  the 
word  "  food  "  the  judge  in  the  case  above  referred  to  in  his  charge 
to  the  jury  spoke  as  follows : 

If  that  word  ["brain  food"],  spelled  in  the  two  different  ways  that  it  is 
spelled,  would  convey  to  the  ordinary  citizen  the  idea  that  it  was  a  food  for 
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the  brain  ns  contrndistin.irnisbed  from  the  iden  of  a  food  for  the  wbolo  bodj% 
then  it  is — and  I  so  cbariro  yoii  in  tbis  tirst  i)rayer — niisloadins;.  and  therefore 
a  violation  of  the  law. 

The  information  submitted  in  the  following  pages  with  regard  to 
the  number  of  instances  quoted  in  the  literature  of  the  subject  in 
which  poisoning,  death,  or  habitual  use  has  been  known  to  result 
from  the  administration  of  acetanilid,  antipyrin,  and  acetphenetidin 
is  siunmarized  in  section  A  of  the  table  following. 

The  information  as  tabulated  in  section  B  was  furnished  by  400 
physicians,  in  reply  to  letters  of  inquiry  issued  by  the  Department. 
Nine  hundred  and  twenty-five  of  these  letters  were  sent  out.  and  400 
replies  were  received.  Granting  that  the  525  physicians  who  did  not 
rej^ly  had  no  cases  to  report,  the  question  may  profitabW  be  asked,  if 
925  physicians  have  observed  814  cases  of  poisoning  by  these  drugs, 
28  deaths  which  were  attributed  to  their  use,  and  13(3  instances  of 
habitual  use,  how  many  such  cases  have  in  all  probability  been  ob- 
served by  the  125.000  physicians  scattered  throughout  the  United 
States?  The  first  summary,  C,  includes  both  the  number  of  cases 
recorded  in  medical  literature  and  those  reported  by  physicians. 


in  which  deleterious  or  fatal  effects  have  been  produced  bi/  acetanilid,  antipyrin,  and 

acetphenetidin, 

A.  CASES  RECORDED  IN  MEDICAL  LITERATURE,  1884-1907. 


Substance. 

Poison- 
ing. 

Deaths. 

13 

10 

3 

Habitual 
use. 

Acftanilid 

297 

488 

70 

32 

Antipvriii 

Acetphenetidin                                

1 

Total  ... 

855 

.6 

oS 

B.  DATA  REPORTED  BY  PHYSICIANS. 


Aootanilifl 

Antipyrin 

Acetj)heneti(iiii 


Total 


f.l4 

16' 

105 

5  i 

95 

7 

814 

28  1 

112 
7 
17 

136 


C.  TOTAL  OF  COLLATED  CASES  (A  AND  15). 


Acetiinilid  

911 
593 
16.5 

29 
15 
10 

144 

Antipyrin                                                                        

18 

General  total                                                                 

1,669 

54 

169 
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REPORTS  OF  PHYSICIANS  WITH  REGARD  TO  PERSONAL  EXPERI- 
ENCE IN  THE  USE  OF  ACETANILID,  ANTIPYRIN,  AND  ACET- 
PHENETIDIN  (PHENACETIN). 

For  the  j^urpose  of  obtaining  information  with  regard  to  the 
i^oisonoiis  eti'ects  of  acetanilicl,  antipyrin,  and  phenacetin  from  the 
vie\Ypoint  of  personal  experience  and  observation,  the  follo^Ying  letter 
of  inquiry  was  addressed  by  the  Department  of  Agriculture  to  medical 
practitioners  in  the  United  States  : 

United  States  Department  of  Agriculture, 

Bureau  of  Chemistry, 
Washington,  D.  C,  June  1,  1908. 
Dear  Sir  :  We  are  collecting  information  relative  to  tlie  poisonous  nature  of 
acetanilid,  antipyrin,  and  phenacetin,  and  in  order  to  make  the  data  as  com- 
plete as  possible  I  am  sending  yon  a  number  of  questions  and  would  ask  tliat 
you  supply  the  information  requested  at  your  earliest  convenience.  If  there  is 
not  sufficient  space  allowed  to  give  all  the  data  .you  may  possess  it  is  expected 
that  you  will  use  the  blank  pages  of  the  folder,  making  the  statement  as  concise 
as  possible. 

The  information  requested  is  for  the  use  of  the  Department  in  compiling  a 
bulletin,  and  general  credit  will  be  given  for  all  data  supplied.  An  early  reply 
will  be  much  appreciated. 

Kespectfully,  H.  W.  Wiley,  Chief. 

Following  are  the  questions  referred  to  in  this  communication,  the 
inquiries  relating  in  each  instance  to  the  three  drugs — acetanilid, 
antipyrin,  and  phenacetin : 

1.  To  what  extent  do  you  use  these  drugs  in  your  practice? 

2.  What  dose  do  you  ordinarily  prescribe  for  adults? 

3.  Do  you  prescribe  them  more  or  less  frequently  than  formerly?     Why? 

4.  What   is  your  opinion   with   regard  to   the  relative   safety   of  these   three 

drugs? 

5.  Have  you    observed   instances   of   acute  or   chronic   poisoning   or   cyanosis 

caused  by  these  drugs?     How  many  of  each? 

6.  In  what  form  was  the  drug  administered? 

7.  About  what  dates  did  the  poisoning  occur? 

8.  Were  the  patients  adults  or  children? 

9.  For  what  ailment  was  the  drug  taken? 

10.  Was  it  ordered  by  a  physician? 

11.  Was  it  used  internally  or  externally? 

12.  Quantity  taken? 

13.  Give  brief  history  of  cases  observed  by  you,  omitting  details. 

14.  Have  you  observed  any  cases  of  habitual  use  of  any  of  these  drugs  or  of  any 

preparations  containing  them? 

15.  In  what  form  was  the  drug  taken? 

16.  Were  there  any  ill  effects?     Give  brief  description. 

17.  Were  there  any  protracted  ill  effects? 

18.  Give  a  brief  clinical  history  of  each  case. 

This  letter  of  inquiry  was  sent  to  physicians  throughout  the  United 
States,  the  object  being  to  secure  information  which  would  represent 


10 


ACETAXILTD,    ANTIPYRIN,    AND    PHENACETIN. 


as  closely  as  possible  the  conditions  existing  among  the  people  at 
large,  so  far  as  the  harmful  eflects  of  acetanilid,  antipyrin,  and 
phenacetin  are  concerned.  Much  information  relative  to  poisoning 
by  these  drugs  could  have  been  obtained  from  the  records  of  hospitals, 
particularly  those  located  in  the  larger  cities,  but  it  was  thought  that 
information  from  this  source  would  not  be  of  a  stricth^  representative 
character.  The  conditions  affecting  hospital  patients  differ  from 
those  surrounding  patients  in  private  homes,  and  this  difference  is 
particularly  marked  in  the  case  of  the  drugs  under  consideration. 
For  this  reason  it  was  deemed  advisable  to  secure  the  desired  informa- 
tion from  physicians  at  large  rather  than  from  hospital  records. 

Four  hundred  replies  were  received  to  the  925  letters  sent  out,  and 
the  information  submitted  is  set  forth  in  the  following  pages. 

Question  1. — To  what  Extent  do  you  Use  these  Drugs   (Acetanilid.  Anti- 
PYKiN,  Phenacetin)  in  your  Practice'/ 


Extent  of  use. 


Frequently 

Moderately 

Occasionally 

Rarely 

Only  in  pertussis 

Externally 

Never 


Total  number  of  observers 


Number  of  replies 


Acetanilid.  Antipyrin.  Phenacetin 


90 

30 

62 

100 


6 
112 


208 


400 


400 


109 
88 
73 
86 


94 
400 


From  this  it  would  appear  that  acetanilid  is  used  frequently  or 
moderately  by  120,  or  30  per  cent,  of  the  physicians;  antipyrin  by 
only  20,  or  5  per  cent ;  and  phenacetin  by  147,  or  3G.7  per  cent.  On 
the  other  hand,  112,  or  28  per  cent,  of  the  physicians  state  that  they 
do  not  use  acetanilid  at  all;  and  100,  or  25  per  cent,  use  it  but  rarely; 
208,  or  52  per  cent,  never  use  antipyrin,  and  00,  or  25  pov  cent,  use 
it  but  rarely;  94,  or  23.5  per  cent,  of  observers  never  use  [)henacetin; 
and  80,  or,  21.5  per  cent,  employ  it  but  rarely. 

Thus,  of  the  three  drugs  phenac(^lin  a]^])ears  to  be  most  used  by 
pliysicians,  with  acetanilid  second,  while  antipyrin  is  apjiarently  used 
to  a  much  less  extent  than  eitlier  of  (he  otliers,  only  5  j)er  cent  of  the 
physicians  stating  that  they  em})l()y  it  fixHiuently  or  moderately.  The 
reason  for  the  more  extensive*  use  of  ])hena('(*tiii  is  undoubtedly  to  be 
found  in  the  fact  that  it  is  generally  regarded  as  being  the  least  harm- 
ful of  these  agents.  This  Avas  indicated  particularly  in  the  answers 
to  question  No.  4. 
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Question  2. — What  Dose  do  you  Ordinarily  Prescribe  for  Adults? 


Acetanilid, 

Antipj'rin. 

Phenacetin. 

Dose. 

Number 
of  ob- 
servers. 

Dose. 

Number 
of  ob- 
servers. 

Dose. 

Number 
of  ob- 
servers. 

Grains. 
0  5 

1 
2 
1 
1 
2 
7 
2 
1 

25 

15 
9 

19 
1 

18 
9 

32 
3 
2 

39 
2 
1 
9 
6 
1 
1 

38 
3 
6 

12 
1 
1 
2 
1 
1 

Grains. 
0.5  to  2  5 

1 
1 
2 
1 
1 
1 
2 
3 
5 
4 
8 
15 
1 
1 
1 
1 

; 

25 
8 

26 
6 
5 
8 
2 
1 

1(3 
1 
2 

2 
1 

1 
1 
1 

Grains. 
0.5  to  5. 

1 

0.5  to  1 

1 

1 

1 

0  5  to  10 

1  to  2 

1  to  2 

1 

1 

1  to  10 

1  to  2  5  .. 

1 

1  to  2 

1  5 

1  to  5 

2 

1  to  3 

2 

1.5  to  2.5 

4 

1  to  5 

2  to  3. 

2 

10 

1  5 

2  to  4 

2  to  3 

13 

•> 

2  to  5 

2  to  4 

5 

2  to  3 

2.5 

2  to  5  . . 

31 

2  to  4 

3 

2  to  6 

2  to  7. 5 

1 

2  to  5 

3  to  5 

1 

2  to  7  5 

3  to  10 

2  to  10 

1 

•>  5 

3  to  15 

2  to  20 

1 

2.5  too 

3.5 

4 

2.5 

IG 

a 

2.5to7.5 

3 

1 

3  to  3  5 

4  to  5 

4 

3  to  4 

4  to  6 

3  to  5 

27 

3  to  5 

5 

3  to  6 

2 

3  to  6 

5  to  7.5 

5  to  10 

3  to  8 

3 

3  to  7.5 

3  to  15...                  

1 

5  to  15 

4 

4  to  5 

3 

4 

7.5 

2 

4  to  G 

7.5  to  15  . 

4  to  8 

4 

4  to  12  . 

8 

5 

S7 

.5 

8  to  10 

5  to  6 

5  to  7.5 

1 

5  to  7. 5 

10 

14 

5  to  8  . 

10  to  12  5 

5  to  8 

9 

5  to  10 

10  to  15 

5  to  10 

35 

(i  to  10 

10  to  20 

12  to  15 

5  to  15 

3 

7 

6 

7  to  8 

2 

7  5 

12  5 

1 

7.5  to  10 

15 

Up  to  20 

7  to  10 

2 

10 

8 

8  to  10 

1 

2 
1 

10 

10  to  12 

7 
1 

10  to  20  . 

2 

SUMMARY. 


Nnmi)er  statinsr  dose  . . 
Number  wlio  (lid  not.. 
Number     who     u.sed 

druR 

Number  who  did  not.. 


274 
14 


288 
112 


Number  statin,?  dose  . 
Number  who  did  not. 
Number    who    used 

drug 

Number  who  did  not. 


150 
42 


192 
208 


Number  stating  dose . 
Number  who  did  not. 
Number    who    used 

drug : 

Number  who  did  not. 


30G 
94 


From  this  it  would  appear  that  out  of  274  observers  who  stated 
that  they  use  acetanilid  IT,  or  0.2  i^er  cent,  employ  less  than  2  grains 
as  a  minimum  dose  for  adults;  113,  or  41.2  per  cent,  employ  2.5 
grains  or  less  as  a  minimum  dose;  and  155,  or  50.5  per  cent,  employ 
from  3  to  5  grains  as  a  minimum  dose.  Two  hundred  and  fort}^,  or 
a  little  over  87.5  per  cent,  never  exceed  a  dose  of  5  grains,  and  34, 
or  not  quite  12.5  per  cent,  employ  doses  exceeding  5  grains. 

With  regard  to  antipyrin  only  23,  or  15.3  per  cent  of  the  150 
observers  who  stated  that  they  use  this  drug,  exceed  a  dose  of  10 
grains,  while  66,  or  44  per  cent,  never  exceed  a  dose  of  5  grains; 


12  ACETANILID,   ANTIPYRIN,   AND   PHENACETIN. 

and  109,  or  72. G  per  cent,  employ  5  grains  or  less  as  a  minimum 
close. 

Out  of  297  observers  using  phenacetin  10,  or  3.3  per  cent,  employ 
less  than  2  grains  as  a  minimum  dose;  90,  or  30.3  per  cent,  employ 
2.5  grains  or  less  as  a  minimum  dose;  188,  or  G3.3  per  cent,  employ 
from  3  to  5  grains  as  a  minimum  dose ;  89,  or  29.9  per  cent,  use  doses 
exceeding  5  grains;  while  208,  or  70  per  cent,  never  exceed  a  dose  of 
5  grains. 

From  this  it  seems  reasonable  to  conclude  that  the  doses  of  these 
remedies  which  are  jDrescribed  to-day  are  much  smaller  than  those 
which  were  formerly  employed.  The  report  of  the  therai)eiiti(' 
committee  of  the  British  Medical  Association  with  regard  to  the  ill 
effects  of  acetanilid,  antipyrin,  and  phenacetin,  published  in  189^1^, 
a  sununary  of  which  appears  on  page  20,  made  a  deep  impression 
on  the  medical  mind,  and  undoubtedly  did  much  to  bring  about  a 
more  conservative  use  of  these  drugs,  particularly  so  far  as  dosage 
is  concerned.  The  committee  concluded  from  its  investigation  that 
the  ill  effects  which  had  been  ascribed  to  these  remedies  were  very 
largely  the  direct  result  of  injudicious  and  excessive  dosage,  and  in 
harmony  with  this  conclusion  they  suggested  that  they  should  be 
used  with  greater  caution  in  the  future.  Since  that  time  the  doses 
employed  have  been  smaller  than  before,  and  it  has  been  noted  that 
coincidentally  with  this  change  the  number  of  accidents  resulting 
from  the  ingestion  of  these  remedies  has  fallen  off  to  a  remarkable 
extent.  A  point  of  interest  in  connection  with  the  subject  of  dosage 
and  frequency  of  administration  was  brought  out  in  a  recent  trial, 
Avhich  involved  the  misbranding  of  a  certain  headache  remedy  con- 
taining among  other  ingredients  acetanilid  and  antipyrin.  The  evi- 
dence presented  showed  that  the  directions  for  use  accompanying 
many  of  these  acetanilid  preparations  are  not  sufficiently  definite  to 
safeguard  the  consumer  against  a  too  frequent  repetition  of  the  dose, 
and,  in  fact,  that  many  of  them  advised  a  repetition  of  the  dose  until 
the  desired  result  should  be  obtained.  An  examinaticm  of  a  number 
of  prescriptions  for  adults  on  file  in  various  ]:)harnia('ies  in  Wash- 
ington, D.  C,  brought  into  court  as  evidence,  supplied  the  following 
information  on  these  points:  (1)  The  average  dose  of  acetanilid  i)re- 
scribed  w^as  2.43  grains,  and  of  i)lHMiac(^tin  1.92  grains:  (2)  the 
average  interval  between  doses  was,  in  case  of  tlu^  two  reuuMlies, 
3.03  hours. 
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Question  3. — Do  you  Prescrire  Them   moke  or  less  Frequently  than  For- 
merly?    Why? 


Numbe 

r  of  observers  for— 

Data. 

Acetanilid. 

Antipyrin. 

Phenace- 
tin. 

179 
13 
79 

89 
4 
42 

143 

More  f roquentl V         . .     .        

46 

To  !>iinie  extent 

90 

Total  mimber  answering  this  question 

Total  number  not  answering  this  question 

271 
129 

i:3n 
265 

279 
121 

From  these  figures  it  Avould  appear  that  acetanilid  is  used  less 
frequently  than  formerly  l)y  (H;  per  cent  of  the  observers,  antipyrin 
by  05. 9  per  cent,  and  phenacetin  by  51.2  per  cent.  Acetanilid  is 
employed  to  about  the  same  extent  as  formerly  by  29.1  per  cent, 
antipyrin  by  31.1  per  cent,  and  phenacetin  by  32.2  per  cent  of  ob- 
servers. Only  -1.7  per  cent  use  acetanilid  and  li)A  per  cent  use 
phenacetin  more  frequently  than  formerly.  The  reasons  given  for 
the  less  frequent  use  of  these  drugs  are  in  most  instances  their  toxicity 
and  particularly  their  depressing  effects. 

Question  4. — What  is  Your  Opinion  with  Regard  to  the  Relative  Safety  of 

THESE  Drugs? 

Fifty-eight  observers  replied  that  acetanilid  was  the  least  danger- 
ous, 18  named  antipyrin,  and  231  named  phenacetin.  Thirty-seven,  or 
over  10  per  cent,  stated  that  in  their  opinion  there  is  but  little  differ- 
ence between  the  three  as  far  as  toxicity  is  concerned,  one  being  about 
as  powerful  a  depressant  as  the  others.  Fifty-six  did  not  reply  to  this 
question.  The  figures  indicate  that  phenacetin  is  regarded  as  the  least 
dangerous  of  these  three  agents  by  231  out  of  344  observers,  or  67.4 
per  cent ;  acetanilid  by  58  observers,  or  16.8  per  cent ;  and  antipyrin 
by  18,  or  5.2  per  cent. 

Question  5. — Have  you  Observed  Instances  of  Acute  or  Chronic  Poisoning 
OR  Cyanosis  Caused  by  these  Drugs?    How  Many  of  Each? 


Effects  produced. 

Number  of  cases. 

Acetanilid. 

Antipyrin.  jphenacetin. 

ADULTS. 

Acute  poisoning 

284 
42 

213 

10 

69 

48 
2 

Chronic  poisoning 

Cyanosis 

Acute,  fatal 

4                         6 

Total  number  of  cases  reported  . . 

549 

!S7  1                      ^'4 

CHILDREN. 

Acute  poisoning 

54 
4 

7 

17                       10 

Cyanosis 

Ajpute,  fatal 

1  1 i 

Total  number  of  cases  reported 

65 

18  1                     11 

Total  number  of  cases,  adults  and  children 

614 

105  1                     C5 
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()iil  of  -JNS  practitioners  who  submitted  an  answer  to  this  question 
in  reiranl  to  acetanilid,  2V.K  or  7()  j)er  cent,  stated  that  they  had  ob- 
served instances  of  poisoning  following  the  use  of  this  drug.  These 
•Jll>  observers  report  (U-t  cases  of  poisoning,  including  IT  deaths, 
l^iirhtv-nnie.  or  40. 3  per  cent,  of  the  19:2  physicians  Avho  submitted 
-imilar  information  with  regard  to  antijnrin  stated  that  they  had 
ol)>erved  toxic  ellects  and  reported  105  cases,  including  5  deaths.  Of 
;>()(*)  i)hvsicians  who  submitted  data  on  phenacetin,  ()G,  or  21.5  per  cent, 
re])()rted  95  cases  of  poisoning,  including  7  deaths. 

Of  the  ()14  cases  of  i)()isoning  which  are  said  to  have  resulted  from 
the  ingestion  of  acetanilid,  IT,  or  2.7  per  cent,  terminated  fatally;  of 
the  105  cases  of  antipyrin  poisoning,  5,  or  4.T  per  cent,  resulted  fa- 
tally; and  of  the  95  cases  of  poisoning  by  phenacetin,  T,  or  T.3  per 
cent,  terminated  fatally.  Additional  information  with  regard  to  the 
fatal  cases  follows: 

ACETANILID. 

riioiimonia  (child) Ono-lialf   ijcrain    overy   two   lioiirs   uiilil   '2   Lrniins 

wore  taken. 

( ';i pi  1 1;i ry  Itroncliitis  (child) Sinall  doses  frequently  repeated. 

(".ipill.iry  hroncliitis  (child) -_  Small  doses  frequently  repeated. 

Tyiihoid Five  grains  every  four  hours. 

HcadMche About  20  grains. 

Ih'.idMclie Thirty  grains  (?) 

Ilc.idache *' Orangeine  "  taken  freely. 

llcad.iche Thirteen    or    fourteen    r)-graiu    doses    in    twelve 

hours. 

Headache Bromo-seltzer. 

Neuralgia Dose  not  given. 

Ncnrjilgia  of  heart Five  5-grain  doses  in  five  hours. 

r.iirn Boroacetanilid  api)lied  freely. 

r.uru    (infant) Acetanilid  applied  freely  to  umbilical  cord. 

He.idache Excessive  dose  of  "bromo-seltzer." 

Ty|ili(»id  (child) Five  grains. 

'i'yplii'id  (child) Dose  not  gi\(Mi. 

Malaria  (child) One  and  one-half  grains. 

ANTIPYRIN. 

i'li'-iiiiKiiiia Ten  gi-ains  every  two  to  three  hours.     Death  on 

third  day. 

I<'\rr    (cliild) Twenty  grains.     Death  in  two  hours. 

A<iit<-  rlMMuiiatism Antipyrin  disi)ensed  instead  of  "Aspirin."  Quan- 
tity not  stated.     Patient  died  suddenly. 

"<'-'d;i'lH'  -    Ten  grains.  followe<l  by  1.">  grains  in  an  hour. 

Nciir,il-i;i  _      _    _   Five    gniins    every    three    to     four    luxn's.      Ouo 

drachm  taken  in  two  days. 
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PHENACETIN. 

Pneumonia Seventy  grains  daily  for  two  days;  died  suddenly. 

Influenza Five  grains  every  three  hours;  not  over  6  doses. 

Bronchitis  (1  year) Two  grains  every  three  hours;   five  doses;   died 

twelve  hours  after  last  dose. 
Typhoid Two  and  one-half  grains  every  two  hours  until 

1  scruple  was  taken. 

Headache Ten  grains. 

Headache  (cerebral  tumor) Fifteen  grains  in  twelve  hours. 

Woman,  aged  70 Two  3-grain  doses  two  hours  apart. 


Question  6. — In  What  Form  was  the  Drug  Administered? 
[In  eases  of  poisoning.] 


Form. 

Number  of  cases. 

Acetanilid. 

Antipvrin. 

Phenace- 

tin. 

Powder .-  - 

425 

103 

6 

4 

16 

86 
1 

81 

Tablets        .                          

10 

Pills 

11 

1 

Form  not  stated  .                             

3 

The  form  in  which  the  drug  was  administered  in  the  cases  of  pois- 
oning abo^'e  mentioned  is  set  forth  in  the  accompanying  table.  Pro- 
jDrietary  preparations  containing  acetanilid  were  reported  to  have 
been  used  in  77  or  12.5  per  cent  of  the  cases. 

Question  7. — About  What  Dates  did  the •  Poisoning  Occur?    • 


Number  of  cases. 

Year. 

Number  of  cases. 

Year. 

Acetani- 
lid. 

Antipyrin. 

Phenace- 
tin. 

Acetani- 
lid. 

Antipyrin. 

Phenace- 
tin. 

1S88  . 

6 
1 
6 
2 

2 
7 
4 

,s 
7 

13 
28 
10 
27 

5 
1 
3 
4 

1 

1901  . . 

16 
16 
26 
17 

32 
25 

18 
18 

325 

1889 

1902 

2 

3 

1890 

1903 

3 

1891 

1904 

1 

5 

1892  .   . 

2 
2 

2 

1 

1905 

5 

1893 

1906 

1 
3 

4 

1894 

6 
3 
7 
3 
5 
3 
2 

1907 

1908 

7 

1895.. 

3 

1896 

No       date 
given  

Total... 

65 

1897 

52 

1898 

5 

1899  . 

614 

105 

95 

1900  . 

1 

Question  8. — Were  the  Patients  Adults  or  Children? 


Number  of  cases. 

Age  of  patient. 

•Vcetanilid. 

Antipyrin. 

Phenac- 
etin. 

Adults 

549 
65 

87 
18 

84 

Children 

11 

Total                          .                

614 

105 

95 

16 
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Question  9. — Fob  AViiat  Ailment  was  the  Drug  Taken? 


Number  of  cases. 

Ailnu'iit. 

Number  of  cases. 

Ailmont. 

A<'etani- 
lid. 

3S0 
46 
S3 

Anti- 
pyrin. 

Phenac- 
etin. 

Acetani- 
lid. 

Anti- 
pyrin. 

Phenac- 
etin. 

ADl'LTS. 

25 
15 
43 

41 

4 

34 

1 

CHILDREN. 

Ileiuliiche 

3 

44 

I'tiiii 

Fever 

5 

11 

Fever 

Vnmit  iiiB' 

Pertussis 

Colic 

Convulsions 

.     .     '              10 

1    . 

P(>rtii>Mi>i 

1 

'\ 

Aecidentiilly 

Suicidal  intent 

Externa)  ly   to 
wounds 

i' 

1 

9 
29 

Externally    to 

5' ' 

Not  stated 

12                   2 

!           Total 

3 

4 

65  1              18  1                11 

Total 

549 

.S7  1              S4 

Question  10. — Was  it  Ordered  by  a  Physician? 


Number  of  cases. 

Administration. 

Acetanilid.  Antipyrin. 

Phenac- 
etin. 

By  order  of  phvsician    

289                   79 
325                    26 

69 

Without  phvsician's  prescription 

•'fi 

Total    ...                   

G14  j                105                     95 

These  figures  show  that  in  more  than  one-half  of  the  cases  of  poi- 
soning the  drugs  were  taken  by  direction  of  a  physician.  This  fact  is 
especially  significant  in  connection  with  the  ever-increasing  sale  of 
these  agents,  and  preparations  containing  them,  directh^  to  the  public. 
In  such  cases  the  remedy  is  taken  by  the  patient  without  proper  med- 
ical advice  and  supervision,  and  its  administration  is  not  surrounded 
by  tlie  safeguards  which  ordinarily  attend  the  ingestion  of  medicine 
\\  liicli  has  been  prescribed  by  a  physician.  Under  these  circumstances 
it  is  not  strange  that  ill  effects  are  observed  with  comparative  fre- 
(|uency.  Tf,  moreover,  poisoning  occasionally  results  from  the  use 
of  these  remedies  even  as  prescribed  by  the  j^hysician,  should  not  the 
greatest  caution  be  observed  by  the  laity  in  taking  them  without 
the  safcguai'd  of  medical  advice?  The  first  and  most  important  step 
ill  I  lie  picNciiiion  of  tliese  accidents  appears  to  be  to  impress  on  the 
iiiciuhcrs  of  llie  community  the  fact  that  these  drugs  are  by  no  means 
liiinnlcss,  but,  on  (he  coutrary,  are  capable  of  producing  serious  ill 
ell'ects  wlicii  iis(m|  in  judiciously. 

Question  11. — Was  It  TTsed  Internally  or  Externally? 


H< 

•w  used. 

Number  of  ca.ses. 

Acetanilid. 

Antipyrin. 

Phenacetin. 

Inteniallv 

600 
14 

105 

95 

Externullv 

Total 

614 

105 

95 
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Poisoning  resulted  from  the  external  application  of  acetanilid  in 
14,  or  nearly  2.3  per  cent,  of  the  cases.  This  is  interesting  as  it  illus- 
trates the  toxic  power  of  the  drug.  Xo  poisonous  effects  are  reported 
to  have  been  observed  from  the  local  application  of  either  antipyrin 
or  phenacetin. 

Question  12. — QuxVntity  Taken  in  Cx\ses  of  Poisoning. 

ADULTS. 


Acetanilid. 

Antipyrin. 

Phenacetin. 

Dose  (gmlns). 

Number 
of  cases. 

Dose  (grains).         |  ^^ s'e^^^ 

1 

Dose  (grains). 

Number 
of  cases. 

0  5 

1 

1 
8 
1 
3 
4 

11 
5 
3 

55 
7 
3 

91 
5 
9 

18 

21 
8 
1 

12 

13 

15 
6 

21 
5 
2 

23 
5 
5 
1 
3 
1 
1 
9 

10 
162 

2to5 1 

5 -i 

2  to  5 

1 
2 
1 

10 
4 
1 

16 
3 

10 
1 

1 

3  to  5 

2     .   .           

5  to  10 .... 

3 

1 

2  to  5                                . 

8 

5 

5tol0 

2  to  10 

10 !              15 

2  5           .            

10  to  15... 

J 

5  to  15. 

3  to  3  5 

lOto'^0 

10 

10  to  12 

3  to  10 

10  to  30 

5 
15 
5 
10 
1 
1 
3 
3 
4 
15 

4 

15 

10  to  20 

5 

Less  tlian  20 

12 

5  to  6      

20                         ... 

15 1 

5  to  8 

30 

20                                                          2 

5  to  10 

40 

30 :             2 

5  to  15          

45 

70 1 

60 

90                                                           3 

10  

100 

Fatal  casesa 

Dose  not  stated 

Total 

1 

10  to  15                  

Dose  not  stated 

Total       

6 

10  to  20 

19 

lOtoGO 

12 

15 

15  to  20     

15  to  25 

15  to  30 

20     

25 

30 

40 

60 

90 

120                      

200 

External  cases 

Fatal  cases  1 

Dose  not  stated 

519 

87 

84 

0.66 

I 

2 
1 

12 
6 
1 
2 
5 
7 

25 

0.5 

.  3  to  5 

8  to  10 

1 
1 
1 
3 
1 
1 
10 

•> 

•) 

1 

r^ 

1 

•) 

10 

Fatal  casesa 

Dose  not  stated 

Total 

1 

2  to  3      

1 

3 

10 

Fatal  cases^ 

6 

5 

5  to  6 

Dose  not  stated 

Total 

Less  tluin  10 

E.xternal  cases 

Dose  not  stated 

Total 

''_ 

18 

11 

"  See  page  14. 
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Out  of  the  '><>S  cases  in  whieli  the  dose  of  aeetanirul  administered 
to  a(hdts  was  stated,  the  poisoning  was  caused  by  doses  of  5  grains  or 
iiiorr  in  331,  or  80.1)  per  cent;  with  antipyrin  the  ill  effects  were 
caused  h\  doses  of  10  grains  or  more  in  89.7  per  cent  of  the  cases, 
while  with  phenacetin  the  toxic  effects  were  caused  by  doses  of  10 
grains  or  more  in  G7.8  per  cent  of  the  cases,  and  by  doses  of  5  grains 
or  more  in  03.2  per  cent  of  the  cases. 

In  85.7  jDer  cent  of  the  cases  the  poisonous  effects  of  acetanilid  ad-. 
ministered  to  children  were  caused  by  doses  of  2  grains  or  more;  with 
antipyrin  the  ill  effects  were  due  to  doses  of  3  grains  or  more  in  85.7 
per  cent  of  the  cases,  while  with  phenacetin  no  ill  effects  were  re- 
ported to  have  resulted  from  doses  under  2  grains. 

Question    13. — Give    Brief    History    of    Cases    Observed    by    You,    Omitting 

Details. 

The  information  submitted  in  answer  to  this  inquiry  is  given  in 
connection  with  the  replies  to  the  remaining  questions. 

Question  14. — Have  You  Observed  Any  Cases  of  Habitual  Use  of  Any  of 
These  Drugs  or  of  Any  Preparation  Containing  Them? 

An  endeavor  was  made  to  obtain  information  with  regard  to  the 
extent  to  which  these  drugs  are  used  habitually,  as  it  has  lons^  been 
known  that  acetanilid,  antipyrin,  and  phenacetin  are  habit-forming 
drugs,  particularly  acetanilid.  The  habit  is  acquired  in  most  in- 
stances through  the  use  of  the  remedy  without  the  supervision  of  the 
l)hysician  for  the  relief  of  minor  aches  and  pains,  especially  headache. 
These  affections  are  usually  of  a  recurrent  character  and,  the  remedy 
exerting  but  a  palliative  effect,  the  dose  after  a  time  must  be  repeated 
and  in  time  the  patient  ma}"  become  dependent  on  the  drug.  Further- 
more, the  prolonged  or  habitual  use  of  these  agents  tends  to  produce 
an  impaired  condition  of  the  general  health  which,  as  in  all  such 
cases,  is  accompanied  by  a  lessened  resistance  on  the  part  of  the 
body  to  disease.  Under  these  circumstances  the, affection  for  which 
the  remedy  was  originally  taken  assumes  greater  proportions  than 
ever,  and  as  a  result  there  is  additional  call  for  the  drug.  Thus  a 
vicious  circle  is  established — more  drug,  impaired  bodily  health, 
lessened  rc-istance,  more  j)ain,  more  drug. 

It  has  Im'cii  said  that  in  its  l)aneful  effects  on  the  system  and  in 
(he  diflicuhy  wliicli  is  exi)erienced  in  giving  up  the  use  of  these 
drugs  ill  iiiMiiy  inslanccs,  the  habit  ranks  as  an  evil  with  the  opium 
hal)it.  \\'li('thcr  this  is  true  or  not,  there  can  be  no  reasonable  doubt 
that  their  jiroloiiged  oi-  liabitual  use  is  decidedly  harmful  to  the  sys- 
t''iii.  Ill  spile  of  tlii-  fiict.  I  lie  hal)iliial  u-e  ol"  tliese  agents  is  sjjread- 
iiig  among  the  pcojde  and   it    is  beeoining  more  and  more  apparent 
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that  an  effort  should  be  made  to  acquaint  the  general  public  ^Yith 
the  ill  effects  which  may  reasonably  be  expected  to  follow  such  use. 

In  reply  to  the  inquiry  by  the  Department,  112  instances  of  the 
acetanilid  habit  were  reported,  T  of  the  antipyrin  habit,  and  17  of 
the  phenacetin  habit.  It  should  be  remembered,  however,  that  neither 
these  cases  nor  those  which  are  recorded  in  medical  literature  give 
an  adequate  indication  of  the  extent  to  which  these  drugs  are  used 
habituall}^,  inasmuch  as  only  those  cases  have  been  reported  in  which 
the  ill  effects  were  so  marked  as  to  call  for  the  services  of  a  physician. 
Interesting  information  with  regard  to  the  habitual  use  of  these  drugs 
can  be  obtained  by  consulting  the  original  reports  of  the  cases  re- 
corded in  medical  literature. 

Question  15. — In  what  Form  was  the  Drug  Taken? 
[In  the  case  of  habitual  users.] 


Number  of  cases. 

Form — 

Acetani- 
lid. 

Anti- 
pyrin. 

Phenac- 
etin. 

Powder*! 

29 
25 

7 

12 

Tablets 

4 

1 

Proprietary  preparations  containing  acetanili  i 

Form  not  stated 

50 

8 

Total    . 

112  i                     7  i                     17 

From  this  it  appears  that  proprietary  preparations  were  used  in  at 
least  50,  or  44.6  per  cent,  of  the  112  instances  of  the  habitual  use  of 
acetanilid. 


Question  16. — Were  There  Any  III  Effects?     Give  Description. 

The  number  of  cases  in  which  ill  effects  were  observed  from  the 
use  of  acetanilid  was  85,  from  antipyrin  2,  and  from  phenacetin  7. 
The  chief  s}^iptoms  observed  from  the  habitual  use  of  these  drugs 
may  be  briefly  classified  as  follows:  Xervous  depression,  44  cases; 
cyanosis,  27  cases;  anemia,  15  cases;  cardiac  depression,  18  cases; 
dyspnea  on  exertion,  8  cases;  insomnia,  4  cases;  constipation,  3  cases; 
loss  of  memory,  3  cases;  icterus,  1  case;  muscular  twitchings,  1  case; 
loss  of  sexual  power,  1  case ;  edema,  2  cases,  and  increased  headache, 
2  cases. 

Question  IT. — Were  There  Any  Protracted  III  Effects? 

The  replies  submitted  in  answer  to  this  question  show  that  pro- 
tracted ill  effects  were  observed  in  the  case  of  acetanilid  in  38  in- 
stances, with  antipyrin  in  2  instances,  and  with  phenacetin  in  5  in- 
stances. The  chronic  symptoms  most  often  noted  were  anemia,  gen- 
eral debility,  nervousness,  and  weak  and  irregular  heart  action. 
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(.UKSTJON  IS.— Give  a  Brief  Clinical  IIistouy  of  Each  Case. 

Tlio  information  submitted  in  answer  to  this  question  is  embodied 
in  tlic  data  presented  in  the  preceding  pages. 

AN  INQUIRY  REGARDING  THE  IMPORTANCE  OF  ILL  EFFECTS  OF 
THESE  AGENTS.  CONDUCTED  BY  THE  BRITISH  MEDICAL  ASSO- 
CIATION. 

In  181)4  a  committee  of  the  British  Medical  Association  known  as 
the  ''  therapeutic  connnittee,"  of  which  Dr.  D.  J.  Leech  was  chair- 
man and  Dr.  William  Hunter  honorary  secretary,  conducted  an  in- 
(piiry  with  regard  to  "The  importance  of  the  ill  effects  which  occa- 
sionally attend  the  use  of  the  three  chief  antipyretic  and  analgesic 
agents,  phenazone  (antipyrine),  acetanilide  (antifebrin)  and  phen- 
acetin."  For  the  purpose  of  this  investigation  a  letter  of  inquiry 
was  sent  to  medicah  practitioners  in  Great  Britain  requesting  infor- 
mation based  on  personal  experience  with  these  drugs.  The  replies 
received  in  answer  to  this  letter  furnished  much  valuable  information 
and  the  report  of  the  committee «  contained  descriptions  of  a  number 
of  cases  of  poisoning.  The  following  summaries  are  taken  from  the 
report  of  the  committee,  and  contain  information  with  regard  to  the 
principal  effects  noted  by  the  different  observers. 

///  effects  from  the  adminUtmtion  of  aeetaHilid.  (tiitiiniriii,  and  lilietuicetin.  as 
observed  i)i  Great  Britain. 

[When    llic    actual    dost^    which    occasioned    the    ill    ctTcct    is    not    stated,    the    usual    dose 
e:ui)loyed  l).v  the  ohserver  is  given  within  parentheses.] 

Nature  of  ill  effects.  i       Grains  administered. 

I 

ACETANILID.  | 

Alarminp  collapse  more  than  once ^4). 

E-Xcessive  sweat  inc.  cynnosis,  feebleness  of  ])u]st',  and  partial  collapse, 

comparatively  freipient (2  to  ;">). 

Cyanosis  after  repeated  doses (•'>  to  ]0). 

Cyanosis  on  twocK-casions 7  every  4  hours. 

Cvanosis  and  collapsf,  once  after  a  double  dose j  (It)).       ^ 

Collai-M'  in  twochihlren (f>  to  10). 

Cyanovjs  and  collai>s(.«  in  one  or  two  cases 1  Not  stated. 

Cvan< >sis  and  depression ( '<). 

Do (10). 

Cyanosis 7.;. 

Collajise  and  death ;  Not  stated. 

Collapse  after  continuous  doses  of  7i  grains ,  (■'>  to  10). 

Collapse  afl»;r  lOKniins (J  to  3). 

Uinlue  jierspiration  and  «li'pression (.')). 


Do 

Col  lafKse 

Dei»re.ssi«>n 

Palpitation  an<i  collap.se 

Severe  cyanosis  after  2  do.ses  of  10  grains  each 

Cyanosis  once 

Cyanosis,  profuse  perspiration,  and  partial  collapse. 
Cyanf>sls  aixl  collapse 

D«. 

Do 

Do 

Collapst!  in  phthisis  even  after  2  grains 

A  lurniiuR  collapse  in  a  child  by  a  second  dose 


(N). 

(S  to  10). 

(C.toS). 

(•J  to -20). 

(.^toS). 

(I  to  8). 

(lOK 

(S  tolO), 

(;Uo  10) 

(•' 

(•' 

2. 

3. 


(3  to  10). 
(.^1  to  10). 
(s  to  10). 


"  I'.ril.  .M««(l.  .1.,   Loinloii.   1S!M,   1:  85. 
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///  effects  from  the  ad  ministration  of  aeetanilid,  etc. — Continued. 


Nature  of  ill  effects. 


Grains  administererl. 


ANTIPYRIN. 

Weaknep.s  and  shakiness 

Serious  collapse  in  a  case  of  typhoid  lever. 

Syncopal  attack  on  one  occasion 

Symptoms  of  collapse 

Enfeebling  in  its  action 

Depressant 

Do 


Cardiac  weakness  and  irregularity 

Great  depression 

Great  depression  and  exhaustion 

Alarming  depression 

Cyanosis  and  dangerous  cardiac  depression. 
Do 


Depressant  on  heart 

Excessive  sweating,  cyanosis,  and  partial  collapse 

Vasomotor  pains,  lividity,  profuse  perspiration,  tendency  to  collapse 

and  to  pmeumonic  congestion 

Collapse  and  death  in  a  case  of  rheumatic  fever 

Alarming  fainlness  in  anemic  individuals 

Languor  and  depression 

Weakening  effect  in  10  per  cent  of  cases 

Serious  collapse  in  a  case  of  typhoid 

Loss  of  speech,  lasting  24  hours,  in  a  case  of  commencing  meningitis 

which  subsequently  proved  fatal 

A  condition  of  mania  from  long-continued  use  of  the  drug,  recovered 

from  when  drug  was  withheld 

Dyspnea  and  much  nervous  excitement  once  out  of  many  hundreds  of 


(20  to  40). 

30  twice. 

15. 

20. 

(5  to  20). 

(12  to  20). 

(20). 

15  every  4  hours. 

30  at  hourly  intervals. 

15  every  4  hours. 

45  in  8  hours. 

20. 

20. 

(15  to  20). 

(20). 

(30). 

80  in  5  hours. 

(15  to  20). 

(15). 

20,  repeated  in  an  hour. 

2  doses  of  30. 


7. 5,  repeated  in  an  hour. 


Salivation  with  urticarial  rash  twice  in  same  patient 
Dizziness  and  loss  of  power  in  legs 


PHENACETIX. 


Collapse  on  one  occasion 

Extreme  weakness,  cyanosis,  and  feebleness  of  pulse 

Cyanosis  once 

Slight  giddiness  once 

Depression,  although  not  often 

Lividity  and  diaphoresis 

Subnormal  temperature,  coldness,  shivering 


5. 

10. 

3. 

5  every  3  hours  for  3  days 

(10  to  15  every  4  hours. ) 

7  every  4  hours  for  3  days 

(5  to  lb). 

(5  to  10). 

(10  to  20). 

(5  every  4  hours). 

LITERATURE   ON   POISONING   BY   ACETANILID,    ANTIPYRIN.    AND 
ACETPHENETIDIN     (PHENACETIN). 

ACETANILID. 


INTRODUCTORY    RESUME. 

The  following  bibliography  contains  references  to  the  recorded 
cases  of  poisoning  by  acetanilid  and  preparations  containing  it,  from 
the  date  of  its  introduction  as  a  medicine  in  1886  to  the  end  of  the 
year  1907,  together  with  a  brief  abstract  of  each  case.  It  was  found 
to  be  difficult  in  some  cases  to  draw  the  line  between  cases  of  actual 
l)oisoning  and  cases  in  which  the  symptoms  were  hardly  severe 
enough  to  justify  the  use  of  the  word  "  toxic  "  in  describing  them. 
The  word  "  poisoning ''  as  used  in  the  subsequent  pages  is  intended  to 
include  all  cases  in  which  unexpected,  undesired,  and  deleterious  ef- 
fects resulted  from  the  ingestion  of  acetanilid.  Thus  the  recorded 
cases  in  which  cyanosis  was  the  only  untoward  symptom  observed 
were  included  in  this  report,  inasmuch  as  the  cyanosis  was  an  unex- 
pected and  undesired  effect  of  the  ingestion  of  the  drug  in  each  case 
and  a  manifestation  of  its  harmful  qualities. 
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Tlio  total  niinil)or  of  cases  of  poisoning  herein  described  is  207  or 
more,  i-eported  hy  177  observers.  The  exact  nmnber  of  cases  can  not 
be  determined  with  accuracy,  inasmuch  as  some  of  the  authors  refer 
to  thi'  niiinber  of  cases  observed  by  them  under  such  indefinite  terms 
as  ••  several,"  *'  many.''  "  a  few,"  etc.  The  ntnnber  of  cases  reported 
for  each  year  is  set  forth  in  the  following  table : 

Cfiscfi  of  (K'ttdnilid  jxjisoninp  recorded,  JSiSG-JOOl'. 


Your. 

Number 
of  cases. 

Percent- 
age of 
total 

number 

of  cases 
by  the 
three 

agents. 

Year. 

Number 
of  cases. 

Percent- 
age of 
total 
number 
of  casts 
by  tlio 
three 
agents. 

lS8(i 

.0 
94 
21 
23 

% 

5 
5 
7 
6 
20 
4 

6.7 
31.5 
7.0 
7.7 
9.0 
3.0 
1.6 
1.6 
2.3 
2.0 
6.7 
1.3 

1898     ..                         .... 

3 
2 
2 
6 

•1 

1 

•    9 

19 

8 

1.0 

1H87 

1899 

.6 

IgsS 

1900 

.6 

18K9                                  

1901 

2.0 

l.VM) 

1902 

.6 

1891 

1903 

1  3 

1892 

1904 

.3 

1S'.I3 

1905 

1906 

r..o 

1.S91                  

6. 3 

1907 

2.6 

]s9(j 

Total 

1897 , 

297 

Of  the  total  number  of  cases  recorded,  114,  or  more  than  one-third 
(38  per  cent),  were  reported  during  the  year  and  a  half  following 
the  advent  of  acetanilid  as  a  medicinal  agent  in  August,  188G,  and 
185,  or  more  than  one-half  (62.2  per  cent),  were  reported  during  the 
first  four  and  a  half  years  of  its  history.  The  occurrence  of  so  large 
a  proportion  of  the  cases  during  this  period  was  undoubtedly  due  in 
part  to  the  fact  that  at  this  time  the  toxic  properties  of  acetanilid 
were  not  luiderstood  and  its  possibilities  for  harm  were  not  known  or 
appreciated.  This  is  shown  by  the  fact  that  it  w^as  at  first  used  almost 
(111 inly  as  an  antipyretic  in  febrile  diseases  and  was  administered 
lather  fieel}'  to  sthenic  and  asthenic  patients  alike,  to  those  sulTer- 
inir  from  debilitating  diseases  like  typhoid  fever,  as  well  as  to  robust 
l»:iii(iit-  Millering  merely  from  minor  aches  or  pains.  The  results  of 
this  free  administration  were  disastrous,  and  the  number  of  instances 
in  which  death  was  hastened  by  ill-advis(Ml  use  of  acetanilid  during 
the  early  years  of  its  history  can  only  be  surmised.  After  the*  drug 
h;id  hecn  moic  thoroughly  studied,  however,  and  after  its  injurious 
elh(l>  in  many  ca-es  had  been  bi'ought  to  the  attention  of  the  pro- 
fession, |):iiily  ihiough  i)ei>onal  experience  and  partly  through  re- 
I>()it^  |)ul.li>he(l  ill  the  medical  press,  its  possibilities  for  harm  came 
t<»  he  iiKUT  fully  appreciated  and  it  was  used  more  and  more  con- 
serv:ili\cly.  |.,i  it  iciihii-ly  ir  asthenic  casc>s.  As  a  result,  the  number 
of  caM-.^  of  |)oi-oirnig   fell  oil  i-;ipi(lly  and  during  th(>  thirteen  years 
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following  1891  the  number  averaged  but  six  annually.  Since  the 
year  1904,  ho^Yevel^  there  has  been  a  notable  increase  in  the  number 
of  cases  reported  as  well  as  in  the  number  of  fatalities.  This  can  be 
adequately  explained  by  the  fact  that  during  recent  years  the  control 
of  acetanilid  as  a  remedial  agent  has  rapidly  passed  from  the  hands 
of  the  medical  profession  to  those  of  the  laity,  owing  largely  to  the 
advertising  efforts  of  the  manufacturers  of  proprietary  medicines, 
and  the  increase  in  the  number  of  cases  reported  and  in  the  number  of 
fatalities  is  undoubtedly  mainly  due  to  the  ill-advised  and  promiscu- 
ous use  of  acetanilid  preparations  by  the  laity  for  the  relief  of 
headache  and  other  minor  ills. 

Of  the  297  cases  reported,  13,  or  tt.S  per  cent,  terminated  fatally. 
The  number  of  deaths  occurring  each  year  is  set  forth  in  the  follow- 


ing table. 


Fatal  cases  of  acetanilid  iwisonlng,   1886-1907. 
[No  cases  reported   for  the   years  omitted.] 


Year. 

Number 
of  fatal 
cases  re- 
ported. 

Percent- 
age of 

total 
number 
of  fatal 

cases. 

Year. 

Number 
of  fatal 
cases  re- 
ported. 

Percent- 
age of 

total 
number 
of  fatal 

cases. 

1887 

1 
1 
1 
1 
2 

1 

7.  fi 
7.6 
7.6 
7.6 
15.2 
7.6 

1905 

1 
2 
3 

7.6 

1888 

1906 

15.2 

1890.                                

1907 

22.8 

2891 

Total 

1890 

13 

1898 

It  is  interesting  to  note  that  although  185,  or  G2.2  per  cent,  of  all 
the  cases  were  reported  during  the  first  four  and  one-half  years  of  the 
history  of  acetanilid  as  a  medicine,  the  number  of  deaths  from  acet- 
anilid poisoning  which  occurred  during  this  time  was  only  3  or  l.G 
per  cent ;  whereas  during  the  last  three  years,  since  the  drug  has  been 
u.sed  more  or  less  indiscriminately  by  the  public,  the  percentage  of 
fatalities  reported  has  been  16.6  per  cent. 

In  26,  or  8.7  per  cent,  of  the  cases  reported,  poisoning  resulted  from 
external  application.  These  cases  are  of  particular  interest  as  they 
afford  an  illustration  of  the  toxic  power  of  acetanilid.  In  one  of 
these  cases  the  poisoning  resulted  fatally .«  The  following  abstract 
taken  from  a  report  by  Gartman  and  Ball  in  1897^  gives  an  illustra- 
tion of  the  clinical  picture  in  this  class  of  cases: 

Child,  8i  yonrs  old.  A  scalded  area  of  skin  was  dressed  with  three  ounces  of 
a  10  per  cent  ointment  of  acetanilid.  Two  days  later  three  ounces  were  again 
applied,  and  the  child  began  to  turn  blue.  The  cyanosis  deepened  until  the 
skin  and  visible  mucous  membranes  were  of  a  blackish-blue  color,  and  symptoms 

«Rook,  r.  W     Toisoning  by  acetanilid.     J.  Amer.  Med.  Assn.,  ISOO,  26:  239. 
^A  case  of  acetanilid  poisoning.     Philadelphia  Polyclynic,  1897,  6:  381. 
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of  .•ull.Miisc  :ii.|K';ir<'<1.     Tlic  oiiitnicnl  was  discdiit  iinit'd  and  tlu'  syini>toms  i^radn- 
ally  ilisappoart'd. 

Tho  syniptoiii  which  appears  most  frequently  in  the  recorded  cases 
of  poisoning  by  acetanilid  is  cyanosis.  With  but  very  few  exceptions 
it  is  a  constant  symptom,  the  depth  of  the  discoloration  ranging  from 
a  mere  dusky  hue  of  the  skin  or  mucous  membrane  to  a  color  which 
is  described  as  ''  blackish-blue  '"  or  even  *'  black.''  This  symptom  was 
observed  from  the  first  and  even  in  Cahn  and  Ilepp's  original  article, 
which  marked  the  advent  of  acetanilid  in  the  world  of  medicine, 
cyanosis  is  casually  mentioned  as  a  side  effect  of  the  administration 
of  the  drug.  At  that  time  but  little  significance  was  attached  to  its 
occurrence.  We  now  know,  however,  that  it  is  an  exceedingly  un- 
desirable symptom,  inasmuch  as  it  is  due  to  a  deterioration  in  the 
quality  of  the  blood  caused  directly  by  the  presence  of  decomposition 
products  of  acetanilid.  Accompanying  the  cyanosis  there  was  ob- 
served in  most  of  the  cases  prostration,  which  varied  in  degree  from 
mere  depression  of  the  bodily  functions  to  actual  collapse. 

In  addition  to  these  symptouLs  there  were  observed  in  many 
instances  vertigo,  faintness,  lividit}^  of  the  face,  a  pinched  and 
anxious  expression,  dyspnea,  excessive  restlessness,  increased  perspi- 
ration, coldness  of  the  extremities,  rapid  and  feeble  heart  action,  and 
in  severe  cases,  stupor  or  coma.  The  occurrence  of  an  eruption  on 
the  skin  is  mentioned  in  only  a  ver}^  few  of  the  recorded  cases.  This 
is  also  true  of  disturbances  of  vision  and  of  the  functions  of  the 
kidneys. 

The  habitual  use  of  acetanilid  is  specifically  mentioned  in  32,  or  10.7 
per  cent,  of  the  recorded  cases  of  poisoning.  This  gives  no  conclu- 
sive information,  however,  as  to  the  actual  extent  of  the  acet4inilid 
hal)it,  inasmuch  as  only  those  instances  of  habitual  use  are  recorded 
in  which  tlie  ill  effects  were  probably  so  severe  as  to  cause  the  patient 
to  seek  the  advice  of  a  physician.  A  consideration  of  the  relative 
number  of  cases  occurring  in  different  years  is  of  value,  however, 
and  shows  a  marked  increase  in  the  number  of  cases  of  habitual  use 
during  recent  years,  as  indicated  in  the  following  table: 

('ii.s<  s  of  Imhiludl  use  of  n<<  hniilul  reported,   IS!)0-IU07. 
[No  cases  reported  for  the  years  omitted.] 
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tal miin- 
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3.12 
6. 24 
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3. 12 
3. 12 
3.12 

1903 
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6             15.60 
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13             40  62 

1-''        
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2               6. 24 
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32 
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The  increasing  use  of  proprietary  remedies  containing  acetanilid 
since  the  year  190-1:  is  indicated  in  the  pnl)lished  reports,  as  follows: 

Cases  in  loliich  the  patient  is  reported  to  have  taken  a  proprietary  preparation, 

1891-1901. 

[No  cases  reported  for  the  years  omitted.] 


Year. 

Number 
of  cases 
reported. 

Percent- 
age for 
each 
year. 

Year. 

Number 
of  cases 
reported. 

Percent- 
age for 
each 
year. 

1891 

1 
1 
3 

5 

3.7 
3.4 
10.3 

17.2 

1906 

12 
7 

^^. 

1895 .   . 

1907 

94   1 

1896 

1905 

Total 

29 

The  use  of  proprietary  preparations  containing  acetanilid  is  not 
mentioned  in  the  reports  of  cases  published  during  the  eight  years 
preceding  the  year  1905,  but  in  the  reports  published  during  1905 
the  use  of  these  preparations  is  indicated  in  55.5  per  cent  of  cases. 
In  190G  the  use  of  these  preparations  is  indicated  in  63.1  per  cent  of 
the  recorded  cases,  and  in  1907  in  87.5  per  cent.  It  is  interesting  to 
note  that  accompanying  this  rapid  increase  in  the  use  of  proprietary 
acetanilid  preparations  during  recent  years,  which  indicates  a  more 
indiscriminate  use  of  acetanilid  by  the  general  public,  there  has  been 
an  increase  in  the  total  number  of  cases  of  poisoning  reported,  in  the 
number  of  fatalities,  and  in  the  number  of  instances  of  habitual  use. 
In  this  connection  a  comparison  of  the  four  preceding  tables  is  of 
interest. 

ABSTRACTS    OF   ACETANILID    CASES. 


18S6. 

Bebnheim.    L'antifebrine.    Rev.  med.  cle  Test,  Nancy,  1886,  18:  699. 

One-half  of  the  patients  taking  acetanilid  had  cyanosis  of  the  face  and 
extremities;  3.75  grains  given  to  a  child  produced  chills  and  collapse. 
Three  patients  had  a  chill  when  the  temperature  began  to  rise  again. 

Cahn,    a.,    nnd    IIepp,    P.     Das    Antifebrin,    ein    nenes    Fiebermittel.     Centrbl. 
Id  in.  Med.,  Leipzig,  1886,  7:  561. 

Cyanosis  of  the  face  and  extremities,  varying  in  intensity,  was  the  only 
perplexing  symptom  observed  during  the  administration  of  acetanilid. 

EiSENHART,  H.    Beobachtungen  tiber  das  Antifebrin.    JNIiinch.  med.  Wochenschr., 
1886,  33:  851. 

Ingestion  of  acetanilid  was  followed  by  the  appearance  of  a  papular 
eruption  covering  the  entire  body. 

Kbieger,  G.     Antifebrin    (Acetanilin)    als  Antifebrile  uud  Antisepticum.     Cen- 
trbl. klin.  Med.,  Leipzig,  1886,  7:  761. 

Cyanosis  of  the  cheeks  and  visible  mucous  membranes  was  the  only  ill 
effect  observed  during  the  administration  of  acetanilid. 
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Lkpine,  It.  Siir  rnctioii  do  I'MCOtnnilide  (nntif«''brine).  Scniniiio  nuVl.,  Paris, 
1S80,  6:  473. 

Doses  of  more  than  7.5  grains  of  acetanilid.  continued  for  several  days, 
caused  cyanosis  of  the  face  and  extremities. 

MoT'issET.  Note  sur  Temploi  de  Tacetanilide  dans  le  traitement  de  la  fievre 
typboide.     Lyon  med.,  ISSG,  53:  309. 

Three  out  of  seven  cases  of  typhoid,  treated  with  acetanilid  in  doses  of 
7.5  grains,  presented  symptoms  of  cyanosis. 

liiESE.  H.  Zur  Wirkung  des  Antifehrin.  Deutsche  med.  Wochenschr..  Berlin. 
188G,  12:  835. 

Cyanosis  of  the  face  and  extremities  appeared  in  several  cases,  particu- 
larly in  phthisis,  following  the  use  of  acetanilid.  In  two  cases  of  pneu- 
monia and  one  of  tyiihoid  the  pulse  became  weak  and  irregular.  Collapse 
occurred  after  a  single  dose  of  11.5  grains  of  acetanilid  in  a  case  of  phthisis. 

1887. 

P.AUER,  F.  M.  The  dangers  of  antifehrin.  Therap.  Gaz..  Detroit,  1887  (3), 
3:  788. 

Author  had  several  times  seen  cyanosis  produced  in  women  by  three  or 
four  doses  of  3.75  grains  of  acetanilid. 

Biro,  E.  Xz  acetanilid  (antifehrin)  hatasarol.  Gyogyaszat,  Budapest,  1887, 
27:  217.     (Transl.  Abs.,  Pest,  med.-chir.  Presse,  Budapest,  18S7,  23:  44G.) 

(1)  Ingestion  of  7.5  grains  of  acetanilid  was  followed  by  a  severe  rigor 
and  an  irregular,  small  pulse.  (2)  After  taking  acetanilid  for  eleven 
days  the  patient  presented  the  same  symptoms  as  in  case  1,  and,  in  additicm, 
clonic  convulsions  of  the  lower  extremities. 

BoROSNYoi,  L.  Az  antifehrin  mint  eskorellenes  szer.  Orvosi  hetil.,  Budapest, 
1887,  31:  1G63.  (Transl.  Abs.,  Pest,  med.-chir.  Presse,  Budapest,  1888, 
24:  103.) 

Author  observed  cyanosis  in  all  cases  of  epilepsy  treated  with  large  doses 
of  acetanilid. 

lioiTi.TON,  1*.     Antifehrin.     Brit.  Med.  J.,  London,  1S;S7,   1  :  7(n. 

On  Iwo  occasions  marked  prostration  followed  the  administration  of  15- 
grain  doses  of  acetanilid  to  feeble  patients. 

C.vur.DWELL,  C.  M.  Antifehrin  in  the  treatment  of  phthisis.  Med.  Rec,  New 
York,  1887,  31  :  42C). 

Cyanosis  of  the  lii)S  and  finger  nails  was  noted  in  2  cases  out  of  .">0 
treated  with  acetanilid,  in  7  to  10-grain  doses. 

I  M;.\Jii';vii.EE,  P.  De  I'anl  ilebrine  (-(unme  nervin.  Bev.  nu'd.  de  la  Suisse  Kom., 
Geneve,    1S87,    7 :  3<>5. 

(1)  In  an  alcoholic  epileptic,  51  \(>ars  of  ag(\  7.5  grains  <>f  actManilid 
three  or  four  times  a  day  caused  delirium  and  hallucinations.  (2)  Several 
15-grain  doses  <>f  acetanilid  caus(>d  lachrymation  and  a  prickling  sensation 
ahoni    the  eyes. 

Doll.      .Miltlicilniigen  ans  der  Praxis.      Denlsdie  Med.-Ztg..  B«M-Iin.  1SS7.  S:  S17. 
liiL'e.^tioji    (if   i^."i    pfennigs*    worth   of   acelanilid,   altonl    \.7>    lal>lesi>oonfuls, 
in   two   |Mtrii(iiis   in  close  sncrrs.-^inn   was   followed    in   about   tliret'  hours  by 
\oniiiiiig.   syncope,  ;ind   collapse. 
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Dujardin-Beaumetz.  De  racetanilide  coiiime  medicament  sedatif  du  systeme 
nerveux.     Bill.  gen.  tberap.   (etc.),  Paris,  1887,  112:  241. 

Author  had  observed  cyanosis  following  the  administration  of  doses  of 
7.5  grains  of  acetanilid  in  febrile  cases,  particularly  in  typhoid. 

DuLACSKA,  G.  Az  acetanilid  batasarol.  Gyogyaszat,  Budapest,  1887,  27:  193. 
Transl.  Abs.,  Pest,  med.-chir.  Presse,  Budapest,  1887,  23:  444. 

Two  3-grain  doses  of  acetanilid  at  two-hour  intervals  caused  epistaxis 
in  one  case  and  profuse  uterine  hemorrhage  in  another.  After  taking 
acetanilid  a  phthisical  patient  became  drowsy  and  the  lips  showed  moderate 
cyanosis.  In  all  cases  the  ingestion  of  the  drug  was  followed  by  marked 
prostration. 

Editorial.  Antipvrin  and  antifebrin.  New  Orleans  Med.  and  Surg.  J.,  1887, 
15   (1)  :  50. 

A  patient  with  remittent  fever  took  7.5  grains  of  acetanilid  every  hour 
until  0.5  drachm  was  taken.  The  temperature  fell  to  95°  and  the  patient 
became  almost  pulseless. 

EiSENHART,  H.  Beobachtungen  liber  das  Antifebrin.  Milrich.  med.  Wochenschr., 
1887,  34:  448. 

A  15-grain  dose  of  acetanilid  produced  cyanosis,  and  smaller  doses  caused 
a  mild  bluish  discoloration  of  the  face.  The  ingestion  of  4  drachms  of  acet- 
anilid within  six  days  in  a  case  of  rheumatism  was  followed  by  the  develop- 
ment of  a  morbilliform  eruption. 

Faure,  J.  L.  Notes  sur  les  effets  de  I'acetanilide  dans  le  traitement  de 
^'epilepsie.     Compt.  rend.  soc.  biol.,  Paris,  1887   (8),  1:  401. 

The  administration  of  from  7.5  to  37.5  grains  of  acetanilid  daily  caused 
well-marked  cyanosis. 

Faust,  W.  Ueber  Antifebrin.  Deutsche  med.  Wochenschr.,  Leipzig  and  Ber- 
lin, 1887,  13:  358. 

Two  doses  of  7.5  grains  of  acetauilid  reduced  the  temperature  to  94,2° 
without  symptoms  of  collapse. 

Fischer,  G.  Antifebrin  gegen  lancinirende  Schmerzen.  Miinch.  med. 
Wochenschr.,  1887,  34:  425. 

In  2  cases  out  of  10  cyanosis  followed  the  administration  of  7.5  to  22.5 
grains  of  acetanilid. 

GOLOUSCHEW.  Discussion  of  paper  by  Ansserow  on  "Antifebrin,  Antipyrin, 
und  Thallin  als  Mittel  zur  Regulirung  des  Wiirmeverlustes  bei  Fiebernden." 
Deutsche  med.-Ztg.,  Berlin,  1887,  8:  234. 

Ingestion  of  4.5  grains  of  acetanilid  caused  collapse. 

GtiTTMANN,  G.  Antifebrin.  in  seiner  mannigfaltigen  Wirkungsweise.  Berl. 
klin.  Wochenschr.,  1887,  24:  942. 

In  4  out  of  248  cases  the  ingestion  of  acetanilid  was  followed  by  cyanosis 
of  the  lips  and  cheeks,  disappearing  within  an  hour. 

Hailes,  C.     Antifebrin,  Brit.  :\red.  .!.,  Loudon,  1887,  1 :  1253. 

The  administration  of  4  grains  of  acetanilid  to  a  scarlet-fever  patient  S 
years  of  age  was  followed  by  a  rapid  fall  of  temperature  and  collapse. 
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Heinzelmann,  H.  Zur  Casnistik  der  Antifebrinbebaiidhins:.  ^Miineli.  iiied. 
Wocheuscbr..  1S87.  34:  30. 

Ingestion  of  3.75  grains  of  acetanilid  was  followed  in  one  case  by  dilation 
of  the  pnpils.  in  another  by  chilliness  and  profnse  perspiration,  and  in  still 
another  by  weakness  of  the  pulse.  In  a  fourth  case  partial  deafness  and 
headache  followed  the  ingestion  of  7.5  grains  of  the  drug. 

Heusler,  E.     Das  Antifebriu.     Allg.   med.   Centr.-Ztg..   Berlin,   1887,   56:1074. 
In  50  cases  of  typhoid  and  pneumonia  treated  with  acetanilid,  cyanosis 
occurred  in  one  instance.     Average  dose,  3.75  grains  every  six  bonrs. 

HuBER,  A.     Ueber  Antifebriu.     Cor.-Bl.  f.  schweiz.  Aerzte,  Basel,  1887,  17:2. 
Typhoid.     Ingestion  of  7.5  grains  of  acetanilid  daily  for  two  days  was 
followed  by  a  papular  rash  especially  marked  on  the  forehead,  forearms, 
and  hands.     Author  had  also  observed  instances  in  which  cyanosis  and  col- 
lapse followed  the  ingestion  of  acetanilid. 

Jacob,  A.     Etude  cliuique  sur  Tantifebrine  ou  acetanilide.     Nancy,  18S7. 

In  72  cases,  cyanosis  was  observed  in  12  instances  following  the  ingestion 
of  3.75  to  7.5  grains  of  acetanilid.  Collapse  occurred  in  2  instances  after 
the  ingestion  of  acetanilid  by  typhoid-fever  patients ;  once  after  the  ad- 
ministration of  7.5  grains,  and  again  after  3.75  grains.  In  a  ease  of  hemi- 
plegia, a  dose  of  half  a  drachm  was  followed  by  intoxication  and  nausea 
lasting  four  hours.  Three  and  three-fourths  grains  produced  syncope  in 
case  of  a  tubercular  patient. 

JuNKERMANN,   F.   A.     Autifebriu  als   Febrifugum   und   Xervinum.     Wiirzburg, 

1887. 

In  erysipelas,  cyanosis  was  observed  to  follow  the  ingestion  of  doses  of  7.5 
grains  of  acetanilid. 

MacMullen,  J.  C.  On  the  action  of  acetanilide.  Australas.  :Med.  Gaz., 
Sydney,  1886-7,  6:269. 

In  at  least  three  cases,  a  condition  closely  resembling  collapse  followed 
the  ingestion  of  acetanilid. 

Matusofszky,  a.  Ueber  den  Heilwert  des  Antifebriu.  Orvos-termeszettud. 
Ertesit<").  Kolozsvar,  1887.  No.  1.  (Transl.  Abs.,  Pest,  med.-cbir.  l'ress(>, 
Budapest,  1887,  23:  466.) 

(1)  Cyanosis  occurred  in  a  case  of  phthisis  after  the  ingestion  of  0.75 
grain  of  acetanilid  four  to  five  times  a  day.  (2)  Typhoid.  Four  doses  of 
acetanilid,  6  grains  each,  every  half  hour  causes  cyanosis  and  collapse. 

MiJLLER,  J.  Meeting  of  Soc.  de  nu'd.  de  Strasbourg,  Jan.  (5,  1887.  (iaz.  mcd.  de 
Strasbourg,  1887,  46:  35. 

Administration  of  7.5  grains  of  acetanilid  to  a  jiatient  with  erysipelas 
0  years  of  age  caused  intense  cyanosis  of  tbe  face. 

P.vvai-Va.ixa.  (I.  T'cbci-  die  Wirkung  des  Acetanilid  oder  Ant il'i^brin.  Centrbl. 
gesam.  Therap.,  Wien,  1887,  5:  481. 

(1)  Man,  25.  phthisis:  Fifteen  grains  of  ncetanilid  caused  cy;inosis  and 
collapse.  (2)  Man,  28,  typhoid:  Three  and  three-fourtbs  graius  <aused 
cyanosis.     (3)   Man,  27.  pnemnonia  :  Three  doses  of  3.75  grains  at  hoiu-ly 

iiitcrxals  caused   profuse  pcrsi»irntion  and  cyanosis. 
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Salm,  a.  Ueber  Antifebriu  als  Antiepilepticum.  Neurol.  Centrbl.  Leipzig, 
1887,  6:  241. 

Nearly  all  of  11  epileptic  patients  treated  with  acetanilid,  15  to  45  grains 
a  day,  presented  cyanosis  and  a  dark  discoloration  of  the  urine. 

ScHTSCHERBAKOw.  Ueber  den  Gebrauch  von  Antifebriu  und  Naphtha  bei 
Schwindsiichtigen.     Deutsche  med.  Ztg.,  Berlin,  1887,  8 :  234. 

Acetanilid  given  by  inhalation  produced  collapse  in  several  cases, 

Secretan,  L.  Note  sur  I'antifebrine.  Rev.  med.  de  la  Suisse  Rom.,  Geneve, 
1887,  7:  36. 

(1)  Rheumatism:  Collapse  followed  the  second  dose  of  7.5  grains  of 
acetanilid.  (2)  Tuberculosis:  Collapse  followed  a  single  dose  of  7.5  grains 
of  acetanilid. 

Seiffert,  E.  p.  a.  Ueber  Antifebriu  und  seine  Anwendung  beim  akuten  Gelenk- 
rheumatismus.     Berlin,  1887. 

Youth,  18 :  Ingestion  of  7.5  grains  of  acetanilid  four  times  a  day  for  two 
days  was  followed  by  cyanosis. 

Sexton,  J.  C.  Acetanilid  "Antifebrine."  Cincinnati,  Lancet  Clinic,  1887  (n,  s.), 
19:  184. 

Acute  miliary  tuberculosis.  The  ingestion  of  15  grains  of  acetanilid 
was  followed  by  cyanosis  and  collapse. 

SipPEL,  H.  Ueber  Antifebrinbehandlung.  Miinch.  med.  Wochenschr.,  1887,  34: 
215. 

(1)  Three  and  three-fourths  grains  of  acetanilid  caused  severe  itching 
of  skin.  (2)  Ingestion  of  about  100  grains  of  acetanilid  within  five  days 
by  a  phthisical  patient  was  followed  by  nausea,  dizziness,  buzzing  in  the 
ears,  and  cyanosis.     In  one  patient  3.75  grains  produced  partial  deafness. 

Trost,  J.  A.     Antifebriu.     Kansas  City  Med.  Index,  1887,  8 :  228. 

Remittent  fever.  Acetanilid,  8  grains  every  six  hours,  at  end  of  third 
day  caused  cyanosis  and  collapse. 

Trussewitsch.  Discus,  of  Ansserow :  Vergleichung  der,  die  Wilrmeverluste 
ausgleichenden,  Wirkung  des  Antifebriu  in  fiebernden  Organismen  mit  der 
des  Antipyrin  und  Thallin.  Congress  russ.  Aerzte  zu  Moskau.  Therap. 
Monatsh.,  Berlin,  1887,  1:  107. 

Seven  and  one-half  grains  of  acetanilid  caused  collapse  in  a  typhoid 
fever  patient  13  years  of  age. 

Vineberg,  H.  N.  a  caution  in  regard  to  acetanilide.  New  York  Med.  J,,  1887, 
40:  210. 

A  typhoid  fever  patient  was  given  10  grains  of  acetanilid  every  four 
hours.    After  G  doses  marked  cyanosis  appeared,  with  symptoms  of  collapse. 

VON  Quast,  E.  a  death  from  antifebriu.  (Note  by  editor  of  Index.)  Kansas 
City  Med.  Index,  1887,  8 :  229. 

The  administration  of  4  grains  of  acetanilid  every  two  hours  during  the 
day  to  a  child  was  followed  by  cyanosis,  collapse,  and  death. 

Weill.  De  Faction  physiologique  et  therapeutique  de  I'acetanilide.  Bui.  gen. 
therap.,  etc.,  Paris,  1887,  112:  150. 

Seven  and  one-half  grains  of  acetanilid  produced  cyanosis  in  a  case  of 
typhoid. 
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Weinstein,  N.  Ueber  Calomel-Aiitifebriii-Kawa.  Wioii.  mod.  151.,  ISST,  10:  ^05, 
340. 

(1)  Seven  and  one-half  grains  of  acetauilid  produced  cyanosis  of  tlie 
face  in  a  woman  22  years  of  age,  with  puerperal  fever.  (2)  The  same 
dose  caused  marked  cyanosis  in  a  woman  4o  years  old,  with  erysipelas. 

WiDowiTz,  J.  Antifebrin  bei  fieberhaften  Erkranlvungen  der  Kinder.  Wien. 
med.  Wochenschr.,  18ST,  37:  572. 

Boy,  12,  pneumonia  :  Intense  cyanosis  of  the  face  and  finger  tips  fol- 
lowed the  ingestion  of  each  dose  of  3  grains  of  acetauilid. 

WiNNETT,  H.  J.     Was  it  antifebrin V     Therap.  Gaz.,  Detroit,  1887  (3),  3:  (MG. 

Five  grains  of  acetauilid  every  four  hours  were  ordered  for  tonsilitis. 
After  3  doses  had  been  taken  there  appeared  marked  cyanosis  with  rapid 
and  feeble  pulse. 

ISttS. 

Apotheker  Ztg.,  1888.  Poisoning  by  autifebrine.  Abs.  in  Med.  News,  Phila- 
delphia, 1889,  54:  45. 

Ingestion  of  0.5  drachm  of  acetauilid  twice  in  twenty-four  hours  was 
followed  by  cyanosis,  anxiety,  cold  perspiration,  and  great  depression. 

Bringier,  J.  T.     Autifebrine.     Med.  World,  Philadelphia,  1888,  0:  377. 

In  typhoid  acetanilid  in  4-grain  doses  caused  copious  sweating,  depression 
of  the  heart,  thoracic  oppression.     The  rise  in  temperature  was  in  every 
.  case  accompanied  by  coldness  of  the  extremities. 

Demme,  R.  Ueber  die  Anwendung  und  Wirkung  des  Salols,  Antifebrins,  und 
Urethans  im  Kindesalter.  Abs.  in  Internat.  klin.  Rundschau,  AVion,  1888, 
2:  118. 

Boy,  11,  phthisis:  One  and  one-half  grains  of  acetanilid  five  times  a  day 
causes  cyanosis.  Acetanilid  produced  profuse  diarrhea  and  nausea  in  a 
girl  and  a  boy  suffering  from  erysipelas. 

Freund,  C.  S.  Ein  Fall  von  Antifebrinvergiftung.  Deutsche  med.  Wochenschr., 
Leipzig,  1888,  14:  834.    . 

Man,  29:  Took  45  grains  of  acetanilid  ;it  11  a.  m.  and  again  at  2  p.  m. 
By  5.30  p.  m.  he  was  deeply  cyanotic  and  his  pulse  had  increased  in 
rapidity  to  152.    Cyanosis  lasted  about  four  days. 

Hardy.     Brit.  Med.  J.,  London,  18SS,  1:  GGl. 

Report  of  a  case  in  which  sudden  death  followed  the  eighth  administra- 
tion of  a  15-grain  dose  of  acetanilid. 

Klippel,  C.  Antifebrin — Its  value  as  a  therapeutic  agent.  Kansns  Citv  Med. 
Rec,  1888,  5:  441. 

(1)  Woman,  age  21,  acute  metrilis:  Three  4-gi-ain  doses  of  acetanilid  at 
intervals  of  three  hours  caused  cyanosis  and  dysi)uea ;  3-grain  doses  subse- 
quently gave  similar  symptoms.  (2)  In  two  other  cases  the  symptoms  were 
like  those  nuMitioned  above,  but  not  so  marked. 

Kboneckkr.  Fiuigc  P.cobnciitnngcn  I'ilxM-  die  Ncbcii-WirlaiiiircMi  des  Ani  ifcbriiis. 
Thcnii..   Monatsh.,   P.eriin,   1.S8S,  2:  42G. 

Vdiilli,  IS,  typhoid:  Profuse  perspiration  .ind  coH.Ti'sc,  passing  into  coma, 
followed   tlic  adininislration  of  3  ixrains  of  acetanilid. 
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LowENTHAL,  L.    Ziu"  Wirkung  cles  Antifebrin.     Tlierap.  Monatsli.,  Berlin,  1888, 
2:  428. 

Child,  1  year  old,  pneuuioiiia :  Three-fourths  of  a  ^va'm  of  acetanilid 
caused  severe  colhipse.  After  four  hours  the  temperature  rose  rapidly. 
There  was  a  tetanic  spasm  lasting  for  half  a  minute. 

Merkel,  G.     (Handverkauf  des  Antifebrin.)     Miinch.  med.  Wocheuschr.,  1888, 
35:  899. 

(1)  Ingestion  of  ten  powders,  each  containing  7.5  grains  of  acetanilid, 
was  followed  by  severe  collapse,  the  patient's  life  being  saved  with  diffi- 
culty. (2)  Collapse  followed  the  ingestion  of  1.5  drachms  of  acetanilid 
taken  in  divided  doses  at  frequent  intervals. 

Meyer,  J.    Antifebrin-Vergiftung.     Therap.  Monatsh.,  Berlin,  1888,  2:  p.  259. 

Man,  38 :  Ingestion  of  30  grains  of  acetanilid  was  followed  by  cold  sweat, 
dizziness,  and  headache;  cyanosis  of  the  face  and  mucous  membranes,  and 
rapid  and  feeble  pulse. 

Schaper.     Ueber  Antifebrin.    Deutsche  Mil.-iirztl.  Zts.,  Berlin,  1888,  17:  IGO. 
In  typhoid,  7.5  grain  doses  of  acetanilid    (45  grains  in  twelve  hours) 
produced      well-marked      cyanosis.     In      pneumonia,      acetanilid      caused 
cyanosis. 

VoLK.     Miinch.  med.  Wocheuschr.,  1888,  35:  819. 

After  taking  several  doses  of  acetanilid  from  the  end  of  a  knife  blade 
the  patient,  a  man,  became  deeply  cyanosed,  and  passed  into  a  condition 
*of  collapse  and  weakness  which  lasted  for  several  days. 

VoN  HoRMANN.    Autif ebrin-Intoxlcatlon.    Vereinsbl.  pfiilz.    Aerzte,  1888,  4 :  188. 
Ingestion  of  about  0.5  drachm  of  acetanilid  by  a  w^oman  was  followed 
by  deep  cyanosis. 

18B9. 

Alisch.     Ueber  einen  Fall  von  Antifebrinvergiftung.     Therap.  Monatsh.,  Berlin, 
1889,  3:  340. 

Man  took  three  doses  of  acetanilid  of  3.75  grains  each  at  hourly  intervals. 
This  was  followed  by  a  severe  headache  and  dizziness,  and  later  a  chill, 
cyanosis,  clonic  contractions  of  the  muscles,  and  rapid,  feeble  pulse. 

Allison,   W.    R.     A   case   of   poisoning   by   antifebrin.     J.   Amer.    Med.    Assn., 
Chicago,  1889,  12:  103. 

Man  took  by  mistake  at  5  a.  m.  about  17  fluid  drachms  of  a  mixture 
containing  1  ounce  of  acetanilid  to  6  ounces  of  compound  elixir  of 
taraxacum.  In  thirty  minutes  there  was  intoxication  and  desire  to  sleep. 
Slept  until  10  o'clock.  At  3  p.  m.  he  sought  a  physician,  who  found  deep 
cyanosis,  great  prostration,  giddiness,  cold  perspiration ;  pulse  110,  respira- 
tion 30. 

Brieger,    L.        Eine    Antifebrinvergiftung.    Therap.     Monatsh.,     Berlin,     1889, 
3:  384. 

Patient  toolv  15  grains  of  acetanilid,  and  in  an  hour  7.5  grains  more. 
This  was  followed  by  vomiting,  deep  cyanosis,  twitching  of  the  muscles, 
and  double  vision. 
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Chakanow.  Eiu  Fall  von  Vera;iftiinii  mittelst  Aiitifebrin.  St.  Petersb.  med, 
Wochensclir.,  1889,  l-l  (N.  F.,  6):  369. 

A  close  of  15  grains  of  acetanilicl  night  and  morning  was  followed  by 
cyanosis,  nansoa,  weakness,  shivering,  and  irregnlar  heart  action. 

FuRTii,  E.     Fine  Autilebrinvergiftnng.     Wien.  med.  Presse,  1SS9,  30:  G52. 

Sixty-two  grains  of  acetanilid  in  one  dose  cansed  persistent  vomiting, 
cyanosis,  shallow  and  slow  breathing,  dilation  of  the  pupils,  great  restless- 
ness, muscular  twitching,  delirium,  and  coma. 

Gibbons.  J.  E.     Poisoning  by  autifebriu.     Maryland  Med.  J.,  1889,  21:  183. 

A  drachm  of  acetanilid  taken  in  one  dose  caused  cyanosis  and  mild  col- 
lapse. 

Greene,  W.  S.  Failure  of  antifebrin  as  an  antipyretic.  Univ.  Med.  Mag., 
Philadelphia,  1888-9,  1:  228. 

Ten  grains  of  acetanilid  seriously  affected  the  heart  in  the  case  of  a  well- 
nourished  adult. 

Haigh,  J.  Effects  of  antifebrine  upon  memory.  Med.  World,  Philadeli)hia, 
1889,  7 :  423. 

Report  of  two  cases  in  which  gradual  loss  of  memory  was  caused  by  the 
long  continued  administration  of  acetanilid. 

Haley,  R.     A  case  of  antifebrine  poisoning.     Weekly  Med.  Rev.,  1889,  20:  371. 

Young  woman  took  4-grain  doses  of  acetanilid  frequently  for  three  days. 

On  the  third  day  she  suddenly  fell  from  the  chair  unconscious.     Could  not 

talk  at  first,  and  later  only  with  difficulty.     The  face  was  blue,  skin  cold, 

and  there  was  much  dyspnea. 

Henschen,  S.  E.  Om  s.  k.  kontriir  verkau  af  febermedel.  Vpsala  LJikaref. 
iMirh..  18S8-9  (4  s.),  24:203.  Transl.  Abs.  Schmidt's  Jahrb..  Leii)zii:.  1SS9, 
223:  241. 

Two  cases  in  which  the  administration  of  acetanilid  in  doses  of  11.2.5  and 
3.75  grains,  respectively,  was  followed  by  a  rise  of  temperature  in  typhoid 
fever  patients. 

Mahnert,  F.  T'eber  Intoxicationen  mit  Antifebrin.  Meniorabilien  Ileilbronn, 
1889    (X.  F.),  9:  321. 

(1)  Girl,  tuberculosis:  Ingestion  of  G  grains  acetanilid  was  followed  by 
profuse  perspiration,  liviuity,  and  cyanosis.  (2)  Youth,  IG.  headarlie:  In- 
gestion of  15  grains  acetanilid  in  2  doses  with  a  half-hour  interval  was  fol- 
lowed by  cyanosis,  clammy  perspiration,  accelerated  respiration,  and  rapid 
heart  action. 

Mareciiaux.  Ein  Fall  von  acuter  Antifebrinvergiftung.  Deutsche  med.  Wocli- 
enschr.,  Leipzig,  18S9,  15:  845. 

Child,  5  months  old.  was  given  3,75  grains  of  acetanilid.  In  two  and  a 
half  hours  there  was  unconsciousness,  cyanosis,  and  colla])se. 

Meykr.  Fall  von  Antifebrin-Intoxication.  Allg.  Med.  Centr.-Ztg.,  Rerlin,  1889, 
58:  805. 

(!irl.  1.".,  headache:  Ingestion  of  less  tliau  1."  grains  of  acetanilid  was 
followed  by  cyanosis  and  pali)il;Hiou  of  ilic  heart.  On  another  occasion 
lo  grains  in  2  doses,  with  an  interval  of  <»ue  hour,  caused  similar  symptoms. 
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Pauschinger.    Ein  Fall  von  Antifebrin-Vergiftimg.     Miinch.  med.  Wochenschr., 
1889,  36:  332. 

Man,  34 :  The  ingestion  of  five  15-grain  powders  of  acetanilid  at  hourly 
intervals  caused  vertigo,  chilliness,  diarrhea,  and  cyanosis. 

Penney,  E.  W.     Antifebrin.     Times  and  Register,  Philadelphia,  1889,  20  (1)   : 
183. 

Two  5-grain  doses  of  acetanilid  one  hour  apart  caused  collapse  in  a 
typhoid-fever  patient. 

Saylor,  a.   L.     Is  antifebrin  dangerous?     Times  and  Register,   Philadelphia, 
1889,  20   (1)  :  134. 

A  dose  of  4  grains  of  acetanilid  to  a  child  3  years  old  produced  symptoms 
of  collapse. 

Sembritzki.     Zur    Wirkung   des  Antifebrin.     Therap.    Monatsh.,    Berlin,   1889, 
3:  267. 

Woman,  28,  typhoid  fever:  Administration  of  4.5  grains  of  acetanilid 
caused  severe  symptoms  of  collapse. 

Stein,   .J.     Zur   Kenntniss  des  Antifebrins  und   seiner  Dosirung.     Prag.   med. 
Wochenschr.,  1889,  14:  .559. 

Author  observed  that  a  dose  of  1.5  grains  of  acetanilid  produced  halluci- 
nations in  the  weak  and  aged. 

Wilding,  J.     Toxic  effects  of  10  grains  of  antifebrin.     Brit.  Med.  J.,  London, 
1889,  2:  600. 

Young  man,  pulmonary  tuberculosis :  Ten  grains  of  acetanili'd  caused 
collapse. 

1890. 

Armstrong.  S.  T.     A  case  of  acetanilide  poisoning.     Therap.  Gaz.,  Detroit.  1890 
(3),  6:  245, 

Man,  28 :  Took  2  drachms  of  acetanilid  in  8  powders  at  one-half  hour 
intervals  for  pain.  Although  he  vomited  freely,  there  followed  cyanosis, 
coma,  and  symptoms  of  collapse. 

BoKENHAM,  T.  J.,  and  Jones,  E.  L.     On  two  cases  of  poisoning  by  anilides  (Ex- 
algine  and  Antifebrin).    Brit.  Med.  J.,  London,  1890,  1:  288. 

Woman,  43,  headache:  Ingestion  of  0.5  drachm  of  acetanilid  in  divided 
doses  within  two  and  one-half  hours  was  followed  by  headache,  symptoms 
of  intoxication,  cyanosis,  and  unconsciousness. 

Favrat,  a.     Ueber  die  Anwendung  des  Antifebrins  in  refracto  dosi  beim  Ty- 
phus Abdominalis  und  beim  Fieber  der  Phthisiker.     (Bern)   Leipzig,  1890. 

Doses  of  from  0.75  grain  to  1.5  grains  of  acetanilid  given  every  hour 
produced  chills  and  cyanosis  in  2  cases  of  typhoid  fever. 

Ferris,    A.    W.     Poisoning    with    acetanilid.     Med.    Record,    New    York,    1890, 
37:  587. 

Woman,  45:  Ingestion  of  15  grains  of  acetanilid  at  8  and  10.30  a.  m.  was 
followed  by  deep  cyanosis,  a  pinched  expression,  depressed  temperature,  and 
marked  prostration. 

82319— Bull.  126—09 3 
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Hartge.  a.     Eine  Antifebrinvergiftimg.     St.   Petersb.  med.  Wochenschr.,  1890 
(N.  F.),  7:  69. 

Student  who  had  been  drinking  heavily  took  for  insomnia  teaspoonful 
doses  of  acetanilid  from  an  ounce  box  until  all  was  taken.  Symptoms  re- 
sembled those  of  anilin  poisoning.  Recovery  was  probably  due  in  part  to. 
the  fact  that  the  stomach  contained  so  much  liquid. 

Hatton.  J.  B.     Some  mitoward  effects  from  antifebrin.     Med.  Surg.  Reporter, 
Philadelphia,  1890,  62:  372. 

(1)  Boy,  16,  typhoid:  Administration  of  4  grains  of  acetanilid  was  fol- 
lowed by  cyanosis  and  collapse.  (2)  Man.  52.  sciatica:  Two  4-grain  doses 
of  acetanilid  four  hours  apart  caused  cyanosis  and  collapse. 

Hermann.  E.     Beobachtungeu  liber  die  Wirkungen  und  die  Anwendungsweise 
des  Antifebrins.    Deutsche  Med.-Ztg.,  Berlin,  1890.  11:  865.  875. 

(1)  Young  woman:  Two  doses  of  15  grains  of  acetanilid  with  a  half 
hour  interval  were  followed  by  cyanosis.  (2)  Following  the  ingestion  of 
2  doses  of  15  grains  of  acetanilid  the  patient  felt  very  weak  and  was  prone 
to  fall  asleep  whether  walking  or  standing.  (3)  Ingestion  of  1  drachm  of 
acetanilid  with  suicidal  intent  was  followed  by  great  weakness,  cyanosis, 
and  persistent  vomiting.  (4)  Girl,  22.  acute  rheumatism  :  The  ingestion 
of  7.5  grains  of  acetanilid  3  times  daily  until  5  doses  had  been  taken  was 
followed  by  the  appearance  of  an  urticarial  eruption. 

MoLLOFF.     Discussion   of  paper   by    Khakanoff,   1889.     Trans.   Med.    Surg.   Re- 
porter, Philadelphia,  1890,  62:  83. 

In  two  cases  collapse  followed  the  ingestion  of  one  7-grain  dose  of 
acetanilid. 

Morehouse,  O.  E.     Antifebrin  rash.     Montreal  Med.  J.,  1890-91,  10:  46. 

(1)  Man,  45,  pneumonia:  Was  given  8  grains  of  acetanilid,  and  four 
hours  later  8  grains  more.  An  erythematous  rash  appeared  upon  the  entire 
body,  lasting  six  days.  (2)  Girl,  19,  typhoid:  Six  grains  of  acetanilid 
caused  the  appearance  of  a  rash  resembling  urticaria  on  face  and  chest. 
Four  hours  later  5  grains  more  caused  the  rash  to  spread  to  the  arms. 
Temperature  fell,  accompanied  by  sweating.  Rash  disappeared  after  five 
days. 

Preininger,  V.     Otrava  antifebrineni.     Casopis  lekafu  v  ceskych,  1800,  20 :  225. 
Abs.,  Sajous,  1891,  6:  A-2. 

Report  of  a  case  of  poisoning  in  which  acetanilid  appears  to  have  had  a 
cumulative  effect. 

Scott,  J.  T.     Some  peculiar  results  following  the  use  of  acetanilide  in  typhoid 
fever;  report  of  three  cases.     Cincinnati  I.ancet-Clinic,  1890  (n.  s.),  24:  65. 

(1)  Child,  3  or  4  years  old.  typhoid:  Six  grains  of  acetanilid  3  times  a 
day  caused  chills  and  cyanosis  of  the  entire  skin,  lasting  from  one-half 
hour  to  one  and  one-half  hours  after  each  dose.  Subsequently  3  grains 
caused  a  chill,  and  the  administration  of  the  drug  was  discontinued. 
(2)  Youth,  24,  typhoid:  Acetanilid.  (5  grains  3  times  daily,  caused  on  2 
occasions  severe  chills  and  profuse  sweating.  Drug  discontinuiMl.  (.'>)  Ty- 
phoid patient  was  given  from  18  to  24  grains  of  acetanilid  daily.  Chills 
appeared  and  increased  in  iinniher  and  severity  until  the  patient  was 
having  4  or  5  a  day,     .\celanilid  was  discontinued  and  the  rigors  ceased. 
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SuTTLE,  I.  N.     Case  of  antifebrin  habit.     New  Orleans,   Med.  and   Surg.   J., 
1889-90  (n.  s.),  17   (2):  896. 

The  case  is  reported  to  illustrate  the  insidious  onset  of  the  acetanilid 
habit  and  its  pernicious  effect  on  the  blood.  Man,  with  necrosis  of  the 
tibia,  toolc  acetanilid  in  large  doses  for  pain.  He  became  addicted  to  its 
use,  and  is  said  to  have  taken  as  much  as  a  teaspoonful  at  a  time.  The 
evil  effect  on  the  blood  was  shown  by  the  excessive  pallor  of  the  skin. 

Taylor.  W.  H.     Report  of  toxic  effect  of  acetanilid.     Cincinnati  Lancet-Clinic, 
1890  (n.  s.),  24:  683. 

(1)  Woman,  26,  advanced  in  pregnancy,  urine  contained  albumin:  At 
5  p.  m.  and  7  p.  m.  she  took  5-grain  doses  of  acetanilid.  At  10  p.  m.  her 
physician  found  her  greatly  prostrated  with  deep  cyanosis,  pinched  features, 
subnormal  temperature,  cool  moist  skin,  and  headache.  Her  temperature 
remained  subnormal  for  ten  days.  (2)  Woman,  19,  six  months  pregnant: 
Was  given  10  grains  of  acetanilid  for  fever.  Her  temperature  fell  rapidly 
to  95°,  pulse  ran  up  to  120,  and  skin  became  moist  and  cool.  There  was 
slight  cyanosis  and  some  prostration. 

Thomas,  W.  H.     Acetanilid.     Report  of  a  fatal  case.     Indiana  Med.  J.,  Indian- 
apolis, 1890,  9:  67. 

(1)  Author  expresses  the  opinion  that  5  grains  of  acetanilid  caused  the 
death  of  a  woman  suffering  from  neuralgia  of  the  head  and  stomach.  May 
1,  at  4  p.  m.,  the  patient's  temperature  was  104  and  her  pulse  120,  full  and 
strong.  She  was  sponged  and  given  5  grains  of  acetanilid.  Her  tempera- 
ture fell  rapidly,  accompanied  by  symptoms  of  collapse,  and  she  died  nine 
hours  after  taking  the  dose.  No  record  of  autopsy.  (2)  Ingestion  of  10 
grains  of  acetanilid  was  followed  by  symptoms  of  collapse. 

ViERHUFF,  J.     Ein  Fall  von  Antifebrinvergiftung.     St.  Petersb.  med.  Wochenschr., 
1890  (N.  F.).  7:  139. 

Woman  took  two  tea  spoonfuls  of  acetanilid  on  an  empty  stomach.  She 
vomited  after  drinking  milk  and  then  a  solution  of  alum,  but  cyanosis 
appeared,  and  she  went  into  a  state  of  collapse  which  lasted  three  hours. 

Wolff,    J.      Ein    Fall   von   Antifebrinvergiftung.     Deutsche    Med.-Ztg.,    Berlin, 
1890,  11:  535. 

Woman,  40:  Took  7.5  drachms  of  acetanilid  with  suicidal  intent.  This 
was  followed  by  collapse  and  coma,  and  in  addition  hematuria. 

1891. 

P>ROXiVER,  H.     Case  of  pus  in  the  pericardium  treated  by  incision  and  drainage. 
Brit.  Med.  J.,  London,  1891,  1 :  350. 

Girl,  11 :  A  single  dose  of  7.5  grains  of  acetanilid  caused  a  rapid  fall  in 
temperature  and  symptoms  of  collapse. 

Care,  .T.  R.     Clinical  observations  of  acetanilide.     Med.  Surg.  Reporter,  Phila- 
delphia, 1891,  65:  729. 

Girl,  14 :  A  4-grain  dose  of  acetanilid  caused  cyanosis  and  collapse. 

DuNAGAN,    T.    M.      Subnormal    temperature    from    antifebrin.      Memphis    Med. 
Month.,  1891,  11:  123. 

Man,  40 :  The  ingestion  of  14  grains  of  acetanilid  in  2  doses  caused 
cyanosis  and  subnormal  temperature. 
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Easley,  E.  p.  Fatal  case  of  acetanilide  poisoning.  (Letter  to  editor.)  Amer. 
Pract.  and  News.  Louisville,  1S91,  12:  178. 

Woman,  22.  took  by  mistake  24  grains  of  antikamnia.  supposed  to  repre- 
sent IS  grains  of  acetanilid.  In  a  few  minutes  she  was  wildly  delirious. 
She  then  became  unconscious.  Death  occurred  about  ten  hours  after 
ingestion  of  the  drug.  There  was  deep  cyanosis  of  the  entire  body. 
Autopsy  failed  to  show  any  lesion  as  a  cause  for  death. 

Hare.  H.  A.  Fever :  Its  pathology  and  treatment  by  antipyretics.  Phila- 
delphia and  London,  1891.  p.  89. 

A  dose  of  5  grains  of  acetanilid  caused  collapse  in  a  case  of  typhoid 
fever. 

Hawkins-Ambler.  G.  A.  Antifebrin  in  typhoid  fever.  Brit.  Med.  J..  London, 
1891,  1:  172. 

(1)  Woman,  49,  typhoid:  Four  grains  of  acetanilid  caused  collapse. 
(2)  Woman,  35,  typhoid:  A  dose  of  4  grains  of  acetanilid  caused  marked 
prostration. 

HoRTOX.  F,  Prolonged  subnormal  temperature  following  the  administration  of 
antifebrin.     Med.  News.  Philadelphia.  1891,  59:  712. 

A   typhoid   fever   patient  was   given   4   grains  of  acetanilid   and   three-, 
fourths  of  a  grain  of  camphor  at  10  a.  m.,  and  the  same  dose  at  3  p.  m. 
At  6  p.  m.  the  temperature,  which  had  been  104°.  was  97°.     It  ran  between 
this  and  94.6°  for  forty-eight  hours,  when  it  rose  rapidly  to  104°. 

Spencer.     Poisoning  by  antifebrin.     Canad.  Pract.,  Toronto,  1891,  16:  163. 

Child,  5,  whooping  cough  :  Ingestion  of  a  drachm  of  acetanilid  taken  by 
mistake  caused  deep  cyanosis  and  slowed  respiration. 

1892. 

Grier.  W.  F.  The  toxic  effects  of  antifebrin  complicated  with  alcoholism. 
Med.  Rec,  New  York,  1892,  42:  511. 

Woman,  45 :  Ingestion  of  40  grains  of  acetanilid  within  eleven  hours 
caused  marked  cyanosis,  increasing  rapidity  of  the  pulse,  swelling  of  the 
tongue,  and  great  restlessness. 

J.  W.  C.     Case  of  acetanilide  poisoning.    Med.  Rev.,  St.  Louis,  1892,  25:  412. 

Woman,  36,  influenza  :  Took  about  40  grains  of  acetanilid  in  divided  doses 
within  four  hours.  There  followed  cyanosis  of  the  face  and  lips,  semi- 
consciousness, delirium,  and  symptoms  of  collapse. 

Kronfeld,  A.  Ueber  Antifebrinvergiftung.  Wien.  med.  Wochenschr..  1892. 
42:  1457. 

Man.  24:  Took  3  drachms  of  acetanilid  with  suicidal  intent.  Within 
thirty  minutes  this  was  followed  by  dizziness,  nausea,  itain  in  the  region  of 
the  stomach,  unconsciousness,  and  slight  cyanosis. 

Warfvinge,  F.  W.  Redog(>relso  fr»r  de  fJW'giftniiigsfall  som  forekommit  A 
Sabbatsbergs  sjukhus  under  Aron  1879-91.  .\ntifobrin.  Hygien  Stock- 
holm, 1892,  54*  (1)  :  238. 

Reports  two  cases  of  poisoning  by  acetanilid.     Both  patients  recovered. 
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1893. 

Bell,  G.    Vier  Falle  von  Antifebrinvergiftung.    Memorabilien,  Heilbronn,  1893, 
38  (N.  F.  13)  :  535. 

(1)  Man,  past  70:  Ingestion  of  a  heaping  teaspoonfnl  of  acetanilid  was 
followed  by  cyanosis  and  symptoms  of  depression.  (2  and  3)  Each  patient 
took  one-half  teaspoonfnl  of  acetanilid.  One  complained  of  dizziness,  weak- 
ness, shortness  of  breath,  and  cyanosis  of  the  finger  nails,  and  the  other 
slept  for  two  hours.  (4)  Woman,  75:  Ingestion  of  an  ounce  of  acetanilid 
in  five  days,  in  teaspoonful  doses,  was  followed  by  weakness,  drowsiness, 
and  dyspnea. 

KoKAWA,  B.     Antifebrin  jutokusei   Shiken    (antifebrin  poisoning).     Tokujima 
Igakkwai  Zashi.,  1893,  No.  13,  p.  8. 

1894. 

Davis,  J.  S.     A  report  of  three  cases  of  addiction  to  the  coal-tar  derivatives. 
Amer.  Med.-Surg.  Bui.,  1894,  7:  1490. 

(1)  Man,  63:  Chronic  bronchitis  and  cardiac  palpitation  for  two  years. 
Pulse  160  and  weak,  becoming  irregular  upon  exertion.  Anorexia,  consti- 
pation, cyanosis,  varying  in  degree  at  different  times.  Had  been  addicted 
to  the  use  of  acetanilid  for  a  year,  taking  40  to  60  grains  daily.  Last  two 
months  he  had  been  running  down  until  he  was  confined  to  bed.  Dose  of 
acetanilid  was  reduced  to  10  grains  daily.  He  gradually  improved  and  at 
end  of  a  year  was  in  fairly  good  health.  (2)  Man,  32:  Suffered  from 
cyanosis,  coldness  of  extremities,  insomnia,  anorexia,  constipation,  nervous- 
ness, and  anemia.  Urine :  Specific  gravity  1.012,  albuminous.  Heart,  rapid 
and  feeble.  Had  been  taking  acetanilid  for  eight  months,  12  to  40  grains 
daily,  and  his  health  had  failed  rapidly.  The  drug  was  entirely  withdrawn 
and  after  a  month  he  was  in  fairly  good  condition.  After  abstaining  for 
eight  months  he  again  contracted  the  habit  and  his  health  again  became 
impaired. 

HiLBERT,  R.     Hochgradige  Amblyopie  nach  Gebrauch  von  Acetanilid.     Memora- 
bilien, Heilbronn,  1894  (N.  F.),  14:  65. 

Ingestion  of  three  15-grain  doses  of  acetanilid  at  short  intervals  caused 
vertigo  and  dimness  of  vision.  After  twenty-four  hours  the  sight  was 
again  normal. 

Lynbomndroff,  P.  F.     Sluchai  otravleniya  antifebrinom  (Antifebrin  poisoning). 
A'oyenno-Med.  J.,  St.  Petersburg,  1894,  181   (unofficial  pt.,  sec.  2)  :  29. 

Morton,  T.   S.  K.     Acetanilid  as  an  antiseptic.     Proc.  of  the  Phila.  Co,  Med. 
Soc,  1894,  15:  469. 

(1)  Infant,  14  months:  Large  wound  in  hip,  packed  with  10  per  cent 
acetanilid  gauze.  In  four  hours  the  temperature  dropped  5°,  with  symp- 
toms of  marked  depression.  (2)  Man,  57:  Extensive  superficial  scald. 
Two  drachms  of  acetanilid  dusted  over  the  surface  caused  cyanosis,  ex- 
cessive yawning,  delirium,  and  symptoms  of  depression. 

Woods,  G.  W.     The  use  of  acetanilid  in  medicine  and  surgery.     J.  Amer.  Med. 
Assoc,  Chicago,  1894,  23:  100. 

The  api)lication  of  acetanilid  powder  to  an  ulcerated  surface  was  followed 
by  dee])  cyanosis  of  the  nose,  lips,  and  tips  of  the  fingers  and  toes. 


38  ACETAXILID.    AXTIPYRIX,    AND    PHENACETIX. 

1895. 

Briggs,  W.  a.     Poisoning  from  the  local  application  of  acetanilid.     Occidental 
Med.  Times.     Sacramento,  1S95.  9:  596. 

Ttie  use  of  acetanilid  as  a  dressing  for  circumcision  in  an  infant  1  week 
old  was  followed  by  deep  cyanosis,  pinched  expression,  and  cold  extremities. 

Broberg.  J.  A.     Toxic  effects  from  acetanilid  applied  topically.     Med.   News. 
Philadelphia,  1895,  67:  664. 

The  application  of  acetanilid  to  the  skin  of  the  groins  for  irritation 
caused  cyanosis. 

Carmalt,  W.  H.    Toxic  effects  from  acetanilid  applied  topically.    Yale  Med.  J., 
New  Hayen,  1895-96,  2:  131. 

Girl.  18 :  Acetanilid.  applied  to  an  ulcer  eyery  four  hours  for  twenty-four 
hours,  caused  cyanosis. 

Hubbard,  S.  D.     A  case  of  poisoning  due  to  antikamnia.     Codex  Med.  Phila- 
delphia, 1895-96,  2:  198. 

Woman,  40 :  Ingestion  of  fiye  powders  containing  antikamnia,  15  grains 
each,  was  followed  by  pallor  of  face,  cyanosis  of  the  nose,  ears,  eyelids, 
and  extremities,  unconsciousness,  and  symptoms  of  collapse. 

KosENBERGER,  R.  C.     A  case  of  acetanilid  poisoning:   recoyery.     Philadelphia 
Polyclinic.  1S95.  4:  460. 

Infant,  16  days  old :  Hemorrhage  from  umbilicus.  Application  of  a  pow- 
der of  equal  parts  of  acetanilid  and  boric  acid  twice  daily  for  three  days 
caused  marked  cyanosis  of  face,  lips,  fingers,  and  toes,  cold  extremities,  and 
labored  breathing. 

Sauter,   C.     Cyanotic  symptoms  after  local  application  of  acetanilid.     Louis- 
yille  Med. 'Month.,  1895-96,  2:  341. 

Child,  3  years,  eczema  of  neck :  A  powder  consisting  of  1  part  acetanilid 
and  3  parts  bismuth  subnitrate  was  applied  3  times  daily.  Second  appli- 
cation of  a  new  supply  caused  deep  cyanosis,  with  labored  breathing  and 
other  eyidences  of  distress.     Symptoms  followed  eyery  application  of  the 

powder. 

1896. 

Acetanilid  poisoning.     Med.  Brief,  1S96,  24:  86. 

Man  :  Ingestion  of  eight  doses  of  acetanilid.  15  grains  each,  within  six 
hours,  caused  deep  cyanosis. 

BiGELOW,  B.     Acetanilid  poisoning.     Med.  Brief,  1S9G,  24:703. 

Ingestion  of  acetanilid  by  two  patients,  both  women,  causetl  deep  cya- 
nosis, black  discoloration  of  the  lips,  tongue,  intense  dyspnea,  and  complete 
prostration. 

Brinulev.  a.  K.     Antifcbriu  jioisoning.     Brit.  Med.  .T.,  London.  1S9(».  2:  (>.".",. 

Woman,  33:  Admitted  to  hospital  for  sjiinal  disorder.  Skin  and  nnicous 
membranes  cyanotic.  Had  been  taking  kaputine  powders  secretly  for  a 
year.  The  powders  were  found  to  consist  niMinly  of  acetanilid.  rjion 
withdrawal   the  cyanosis  disappeared. 

Brodnax,   II.    H.      IN»isoning  by  acetnnilid  and  bismuth.     J.  Anier.  Med.  Aspoc. 
Chicago,  1896,  26:  TS8. 

Six  cases  of  cyanosis  in  cliildi-cii  under  IS  months  of  age  following  tbe 
administration   «»f  acetanilid. 
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BuNCE,  W.  C.     Acetanilid  poisoning.     Colnmbus  Med.  J.,  1896,  17:  505. 

Man :  Ingestion  of  a  lieaping  tablespoonfnl  of  acetanilid  caused  vertigo, 
deep  cyanosis,  unconsciousness,  rigidity  of  the  body,  and  collapse. 

Editorial.     Poisoning  by  antifebrin.     Brit.  Med.  J.,  London,  1896,  2:  89. 

Refers  to  the  death  of  a  young  woman  from  taking  "  daisy  powders  "  for 
headache.  The  powders  were  found  to  contain  from  3  to  10  grains  each  of 
acetanilid. 

Newton,  R.  C.     A  case  of  poisoning  from  the  external  use  of  acetanilid.     Med. 
Rec,  New  York,  1896,  49:  333. 

Girl,  4  :  Application  of  acetanilid  to  an  ulcer  on  the  hand  on  two  occasions 
caused  vomiting,  cyanosis,  and  collapse. 

Ringer,  S.     Case  of  antifebrin  poisoning.     Brit.  Med.  J.,  London,  1896,  2 :  195. 
Woman,  28 :  Habitual  use  of  acetanilid  in  the  form  of  Ellis's  daisy  head- 
ache powders  caused  cyanosis  and  headache  which  required  hospital  treat- 
ment. 

Rook,  C.  W.     Poisoning  by  acetanilid.     J.  Amer.  Med.  Assoc,  Chicago,  1896, 
26:  239.  ' 

(1)  Baby,  4  days  old :  Powder  consisting  of  equal  parts  of  acetanilid  and 
bismuth  was  applied  in  the  afternoon  and  evening  to  an  inflamed  area  of 
the  skin.  Next  morning  the  body  was  deeply  cyanosed,  and  the  child  died 
a  few  hours  later.  (2)  Application  of  a  similar  powder  in  case  of  an 
infant  2  days  old  caused  intense  cyanosis. 

Speed,  J.  M.     Acetanilid  poisoning.     Med.  Brief,  1896,  24:  837. 

Child,  1  year  old :  Application  of  a  powder  consisting  of  equal  parts  of 
acetanilid  and  boracic  acid  to  an  ulcer  caused  deep  cyanosis  and  depres- 
sion and  energetic  treatment  was  required  to  save  the  child's  life. 

VoiTSEKHOvsKi,  N.  F.     (A  case  of  poisoning  by  antifebrin.)     Yoyenno-med.  J., 
St.  Petersburg,  1896,  185    (2  Sec):  16. 

Was,  L.     Overdose  of  acetanilid.     Med.  Brief,  1896,  24 :  854. 

Three  cases  of  poisoning  by  acetanilid  characterized  by  slow,  weak,  and 
irregular  pulse. 

1897. 

BoLAND.  E.  S.     A  caution  against  the  use  of  antifebrin  on  extensively  blistered 
surfaces.     Boston  Med.  and  Surg.  J.,  1897,  137:  95. 

Youth,  19 :  Application  of  acetanilid  to  a  burned  area  on  the  back  was 
followed  by  general  cyanosis  and  collapse. 

Gartman,  L.  N.,  and  Ball,  M.  Y.     A  case  of  acetanilid  poisoning.     Philadel- 
phia Polyclinic,  1897,  6:  381. 

Child,  3^  years :  A  scalded  surface  was  dressed  with  3  ounces  of 
10  per  cent  ointment  of  acetanilid.  Two  days  later  3  ounces  were  again 
applied  and  the  child  began  to  turn  blue.  Cyanosis  deepened  until  the 
skin  and  mucous  membranes  became  blackish-blue,  and  symptoms  of  col- 
lapse followed. 
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Slifer.  G.  B.    a  case  of  acetauilid  poisoning.    Tberap.  Gaz.,  Detroit  and  Phila- 
delphia, 1S9T,   (3),  13:  300. 

Woman,  21 :  Toolv  a  little  acetanilid  on  the  end  of  a  spoon  twice,  and 
then  a  teaspoonful.  This  was  followed  by  vertigo,  faintness.  cyanosis,  semi- 
consciousness, and  symptoms  of  collapse.  There  was  suppression  of  urine 
until  noon  of  the  following  day. 

Snow.  I.  M.     Acetanilid  poisoning  in  a  newly  born  infant :  Absorption  from  the 
umbilicus.     Med.  and  Surg.  Reporter.  Philadelphia.  1897,  76:  794. 

Application  of  about  a  drachm  of  acetanilid  to  the  umbilicus  of  an  infant 
7  days  old  caused  deep  cyanosis  and  symptoms  of  collapse.  The  child  lost 
1  pound  in  three  days. 

1898. 

Ballou.  p.  V.     Unusual  symptoms  following  the  administration  of  antifebrin. 
Med.  News,  New  York,  1898,  72:  791. 

Man,  45 :  Ingestion  of  10  grains  of  acetanilid  was  followed  by  the  ap- 
pearance of  a  general  eruption,  resembling  that  of  scarlatina,  with  intense 
itching,  irregularity  of  the  pulse,  and  a  sense  of  impending  danger. 

Brown,  P.  K.     A  fatal  case  of  acetanilid  poisoning.     Pacific  Rec.   Med.  and 
Surg.,  San  Francisco,  1898-99,  13:  197. 

Man,  37:  Brought  to  hospital  thirty-six  hours  after  he  had  tal£:en  50 
grains  of  acetanilid  within  a  few  hours.  Was  kept  alive  nine  days.  Fre- 
quent vomiting,  general  hyperesthesia,  deep  cyanosis  of  lips,  gums,  and 
extremities,  increased  reflexes,  lowered  blood  pressure,  the  pulse  rate 
steadily  rising  until  just  before  the  end.  All  the  symptoms  of  collapse. 
Progressive  destruction  of  red  corpuscles  to  1,11 6.000.  with  30  per  rent  of 
hemoglobin  on  day  of  death.  Leucocytosis.  Alkalinity  of  the  blood  re- 
duced SO  per  cent.  .  Hemoglobinuria  l)egan  twenty-four  liours  after  inges- 
tion. Suppression  of  urine  three  days  before  death.  Acute  diffuse 
nephritis.     Hemorrhage  from  intestines.     Acute  progressive  jaundice. 

BuEHLER,  G.  V.     Case  of  acetanilid  poisoning.     Atlantic   Med.  Weekly,  Prov- 
idence, 1898,  9:  276. 

Man,  21,  burn  of  entire  back:  Application  of  not  more  than  1  to  1.5 
drachms  of  acetanilid  was  followed  by  cyanosis,  unconsciousness,  and 
collapse. 

1899. 

GiLMORE,  A.  W.     Acetanilid  habit.     Philadelphia  Med.  J.,  1899,  3:  1423. 

Woman,  58:  For  pain  and  insomnia  took  acetanilid  regularly  for  twenty 
months.  At  first  she  took  2.5  grains  at  a  dose,  but  gradually  increaseil  it 
to  10. 

Wescott,  T.  S.     a  case  of  acetanilid  i)oisoning  from  external  absorption  in  an 
infant.     Pediatrics,  New  York,  1899,  7 :  539. 

Application  of  a  dusting  powder  consisting  of  acetanilid  in  the  folds 
of  the  groin  and  thighs  for  chafing,  cnused  deep  cyanosis. 

IDOO. 

(Jaines,  G.  W.     A  case  of  acetanilid  linbit.     New  Orleans  MchI.  and   Surg.  J.. 
1900-1901,  53:  30. 

Adult  negro:  Had  been  taking  acetanilid  for  rlieuniatic  pain  for  four 
years,  and  recently  had  been  taking  as  nin<li  as  2  ouui-cs  each  week.     ^^ 
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Summers.  O.  R.    Acetanilid  idiosyncrasy.    Indiana  Med.  J.,  Indianapolis,  1899- 
1900,  18:  382. 

Woman,  26 :  Ingestion  of  8  grains  of  acetanilid  in  2  doses  with  an  interyal 
of  one-half  hour  caused  nausea,  yertigo.  dyspnea,  deep  cyanosis  of  lips  and 
finger  tips,  and  all  the  symptoms  of  collapse.  There  were  also  periods  of 
couyulsiye  moyements  with  partial  loss  of  consciousness. 

1901. 

Earp,   S.   E.     a  case  resembling  morbus  c?eruleus  probably  due  to  a  dusting 
powder  containing  acetanilid.     Pediatrics,  New  York,  1901,  12 :  93. 

Child,  one  month  old :  Thought  at  first  to  haye  morbus  caeruleus.  Cyano- 
sis of  skin  and  mucous  membranes.  Lips  and  tongue  almost  black.  Cold, 
clammy  skin,  mental  dullness,  slowed  respiration.  Later  it  was  ascertained 
that  a  raw  area  of  skin  had  been  dusted  for  seyeral  days  with  a  powder 
consisting  of  equal  parts  of  acetanilid  and  boric  acid. 

Manasses.  J.  L.    Two  cases  of  acetanilid  poisoning  in  children  from  absorption 
from  external  wounds.     Internat.  Med.  Mag.,  New  York,  1901,  10:  278. 

(1)  Child,  6  weeks  old:  Frequent  application  of  a  powder  consisting  of 
equal  parts  of  acetanilid  and  subgallate  of  bismuth  to  an  inflamed  area  on 
the  buttocks  was  followed  by  deep  cyanosis  of  the  entire  skin.  (2)  Boy,  2i 
years:  Similar  powder  dusted  on  a  scalded  surface  caused  cyanosis  of 
lips,  ears,  and  finger  tips,  extending  to  the  entire  skin,  and  symptoms  of 
depression. 

Stewart,  F.  T.    Toxic  effects  of  acetanilid.    Philadelphia  Med.  J.,  1901,  8 :  379. 

(1)  A  denuded  surface,  made  by  taking  skin  grafts,  was  copiously  dusted 
with  acetanilid.  Next  morning  the  patient  was  cyanotic,  collapsed,  and 
unconscious.  (2)  Child,  4  months:  Application  of  a  powder  consisting  of 
one-half  drachm  of  calomel  and  two  drachms  each  of  bismuth  subgallate 
and  acetanilid  to  the  skin  was  followed  by  intense  cyanosis. 

Tracy,  E.  A.    Acetanilid  poisoning.    Pediatrics,  New  York,  1901,  12 :  385. 

Baby,  few  days  old :  Application  of  a  powder  consisting  of  equal  parts  of 
acetanilid  and  stearate  of  zinc  to  a  raw  area  on  the  buttocks  seyeral  times 
in  twenty-four  hours  was  followed  by  intense  cyanosis. 

1903. 

Cabot.  R.  C.     Methemoglobinemia  due  to  acetanilid  but  without  any  marked 
constitutional  symptoms.     Philadelphia  Med.  J.,  1902,  10:  848. 

Man,  35,  entered  hospital  in  July  in  a  condition  of  intense  cyanosis. 
Six  months  before  he  had  begun  to  take  acetanilid  for  pain,  and  had  con- 
tinued to  take  about  six  5-grain  powders  daily.  Blood  drop,  chocolate 
colored ;   urine  brownish-red  and  gaye  spectrum   of  methemoglobin. 

Kleinpeter,    E.    a.      Acetanilid    cyanosis.      New    Orleans    Med.    and    Surg.    J., 
1902-3,  55:  166. 

Adult,  male :  Fiye  grains  of  acetanilid  administered  eyery  four  hours 
for  three  days  caused  marked  cyanosis  of  lips,  gums,  and  mouth,  and 
marked  prostration. 
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Hall,  J.  N.,  and  McGraw.  H.  R.  Chronic  cyanosis  from  acetanilid  poisoning. 
Boston  Med.  and  Surg.  J.,  1903,  149:  626.  ' 

Man,  50:  Habitual  use  of  acetanilid,  30  to  40  grains  daily,  for  six  months 
caused  a  loss  of  20  pounds  in  weight,  cyanosis  of  face  and  mucous  mem- 
branes, deterioration  in  the  quality  of  the  blood,  and  marked  general 
weakness. 

Luce.  T.  W.  The  acetanilid  habit — Report  of  two  cases.  Amer.  Med.,  Phila- 
delphia, 1903,  6:  502. 

Two  cases  in  which  the  habitual  use  of  acetanilid  by  women  caused 
cyanosis,  emaciation,  general  debility,  and  invalidism.  In  the  case  of  one  of 
the  patients  there  were  convulsive  seizures. 

Stengel,  A.,  and  White,  C.  Y.  A  report  of  a  case  of  chronic  acetanilid  poison- 
ing, with  marked  alterations  in  the  blood.  Univ.  Penn.  Med.  Bui.,  1902-3, 
15:  462. 

Woman,  25 :  Habitual  use  of  acetanilid  for  about  seven  years  caused 
cyanosis  varying  in  degree  according  to  the  amount  taken,  deterioration 
in  the  quality  of  the  blood,  and  general  debility  amounting  to  invalidism. 

1904.. 

Elmquist,  a.  G.  J.  En  stor  Dosis  Antifebrin.  Hosp.-Tid.  Kjobenhavn.  1904, 
4.  R.,  12:  350. 

Recovery  followed  the  ingestion  of  120  grains  of  acetanilid  taken  by  a 
woman  with   suicidal   intent. 

1905. 

Miller,  J.  L.  Poisoning  by  orangeine.  J.  Amer.  Med.  Assoc,  Chicago,  1905, 
44:  19S9. 

A  young  woman,  physically  sound,  had  been  taking  orangeine  powders  for 
several  weeks  for  insomnia.  Her  family  noticed  that  she  was  cyanotic  and 
sent  for  a  physician,  who  found  deep  cyanosis  of  face,  lips,  and  extremities. 
She  was  also  faint  and  chilly.  Had  taken  6  of  the  powders  within  eight 
hours.  Her  family  promised  that  she  should  obtain  no  more,  but  three 
days  afterwards  she  was  found  dead  in  bed  in  the  morning.  Coroner's 
verdict:  "  Death  was  from  the  effect  of  an  overdose  of  orangeine  powders 
administered  by  her  own  hand,  whether  accidentally  or  otherwise  un- 
known to  the  jury." 

Probasco,  E.  B.  Acetanilid  poisoning.  New  York  State  J.  Med.,  1905,  5:  31S. 
(1)  Man,  25,  suffering  from  an  attack  of  tj'phoid  :  Five-grain  doses  of 
acetanilid  every  three  or  four  hours  caused  cyanosis  and  prostration. 
(2)  Girl,  13,  influenza :  Acetanilid  in  5-grain  doses  every  three  or  four 
hours  caused  cyanosis  and  prostration.  (3)  Woman,  30:  Ingestion  of 
antikamnia  tablets  caused  cyanosis  and  collapse.  (4)  Man,  33:  Ingi'stion 
of  10  migraine  tablets,  each  containing  2.5  grains  of  acetanilid.  between 
10  a.  m.  and  2  p.  m.,  was  followed  by,  deep  cyanosis  and  collapse. 

Stengel,  A.  Chronic  acetanilid  poisoning:  report  of  two  additional  cases. 
J.  Amer.  Med.  Assoc,  Chicago,  1905,  45 :  243. 

(1)  Man,  38:  Habitual  use  of  acetanilid  in  the  form  of  cephalgin  for 
a  year  caused  progressive  loss  of  flesh  and  strength,  sonmolence,  cyanosis, 
increasing  weakness,  irritability  of  temper,  and  irregular  heart  action,  the 
pulse  becoming  rapid  on  slight  exertion.  (2)  Woninn.  27:  HabituMl  us(^  of 
about  20  grains  of  acetanilid  daily  in  I  he  form  of  Iic.kI.uIh^  tablets  (-insed 
progressive  loss  of  health  and  strength,  with  cyanosis,  dyspnea,  headache, 
]»alpit;ifion  of  the  heart,  increasing  rapidity  of  the  pulse  and  respiration 
especially  on  exertion,  and  (l(>terioration  in  the  (iu;ility  of  the  l)lood. 
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Stewart,  D.  D.     Chronic  poisoning  by  acetanilid.     J.  Amer.  Med.  Assoc,  Chi- 
cago, 1905,  44:  1725. 

(1)  Man,  40:  Habitual  use  of  acetanilid  for  two  years  caused  gradual 
loss  of  health,  cyanosis,  general  debility  with  loss  of  cardiac'  tone,  and 
deterioration  in  the  quality  of  the  blood.  (2)  Man,  50:  Habitual  use  of 
acetanilid  for  two  years  caused  progressive  loss  of  flesh  and  strength, 
the  weight  falling  from  140  to  116,  frequent  vomiting,  cyanosis,  deteriora- 
tion in  the  quality  of  the  blood,  mental  dullness,  and  general  debility 
amounting  to  invalidism. 

1906. 

Austin,  A.  E.,  and  Larkabee,  R.  C.     Acetanilid  poisoning  from  the  use  of  pro- 
prietary headache  powders.     J.  Amer.  Med.  Assoc,  Chicago,  1906,  46 :  1680. 

AYoman,  43:  Habitual  use  of  nervease  powders  (about  5  grains  of  acet- 
anilid each),  often  6  to  10  daily,  caused  intense  cyanosis  and  deterioration 
in  the  quality  of  the  blood.  (2)  Woman:  Habitual  use  of  6  nervease 
powders  daily  caused  nausea,  general  debility,  cyanosis,  and  deterioration 
in  the  quality  of  the  blood. 

Bergman,  X.     Remarks  on  acetanilid.     Clinique,  Chicago,  1906,  27:  271. 

(1)  Administration  of  two  5-grain  doses  of  acetanilid  Avith  an  interval  of 
one  hour  to  a  baby  2  weeks  old  was  followed  by  coma,  cyanosis,  and  col- 
lapse. (2)  Two  hundred  grains  of  acetanilid  taken  within  twenty-four 
hours  caused  cyanosis,  profound  coma,  and  death. 

Blackburn,  A.  E.       Acetanilid  poisoning  from  bromo-seltzer.       J.  Amer.  Med. 
Assoc,  Chicago,  1906,  46:  1767. 

Man,  22 :  Habitual  use  of  bromo-seltzer  over  a  period  of  six  months 
caused  mental  dullness  and  depression,  general  weakness  and  indisposition 
to  exertion,  and  cyanosis.  The  expression  was  vacant,  the  breath  fetid, 
pulse  rapid  on  exertion. 

Cassady,  D.     Acetanilid  poisoning  by  headache  tablets.     J.  Amer.  Med.  Assoc, 
Chicago,  1906.  47:  2012. 

Woman,  45 :  Accustomed  to  taking  •'  Steam's  Headache  Cure."  One 
wafer  an  hour  for  three  hours  caused  cyanosis  and  symptoms  of  collapse. 

GoEPP,  R.  M.     A  case  of  acetanilid  poisoning  from  absorption.     J.  Amer.  Med. 
Assoc,  Chicago,  1906,  47:  359. 

Woman,  37:  (1)  For  eleven  months  she  had  dressed  an  ulcer  of  the  leg 
with  acetanilid,  and  during  this  time  she  had  run  down  in  health  and  lost 
70  pounds.  Suffered  from  cyanosis,  abdominal  pain,  general  nervousness, 
dyspnea,  nausea  and  occasional  vomiting,  headache,  and  dizziness.  Urine 
of  a  dark,  amber  tint.  Blood  examination  showed  anemia.  (2)  Habitual 
use  of  an  amount  of  bromo-seltzer,  equivalent  to  about  50  grains  of  acet- 
anilid daily. 

Hemenway,  H.  B.     Death  from  bromo-seltzer :  case  of  acetanilid  poisoning.     J. 
Amer.  Med.  Assoc,  Chicago,  1906,  47:  21.58. 

Woman,  31 :  During  the  last  month  she  had  suffered  from  headaches  for 
which  she  took  bromo-seltzer.  On  October  12  she  took  an  unknown  quan- 
tity. Vomited  before  arrival  of  physician.  Examination  showed  a  i)oorly 
nourished  woman,  breathing  regularly  and  deeply.  Eyes  closed,  body  re- 
laxed, lips  and  fingers  blue.  Pulse  80,  soft  and  regular.  Area  of  heart 
dullness  slightly  increased,  right  ventrical  dilated.  Pupils  dilated.  She 
sank  suddenly  and  died  at  7.45.  Verdict  of  coroner's  jury:  "Death  from 
acetanilid  poisoning  from  taking  bromo-seltzer."  Autopsy  showed  soften- 
ing of  the  kidney  from  parenchymatous  inflammation.  This  condition  had 
given  no  symptoms  during  life. 
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Heerick,  J.  B.,  and  Irons,  E.  E.  Cliroiiic  acetanilid  poisoning  with  report  of 
a  case  due  to  absorption  of  the  drug  from  an  ulcer  of  the  leg.  J.  Amer. 
Med.  Assoc,  Chicago,  1906,  46:  351. 

Woman,  50:  For  seven  years  had  applied  acetanilid  to  a  large  ulcer  of 
the  leg.  During  this  time  she  suffered  from  general  nervousness,  mental 
depression,  weakness,  dyspnea,  cyanosis,  and  palpitation.  Sudden  with- 
drawal of  the  drug  caused  maniacal  excitement,  proving  addiction.  Liver 
and  spleen  enlarged.  Blood  showed  secondary  anemia.  Urine  dark  and 
gave  test  for  paramidophenol.  Gradual  withdrawal  of  acetanilid.  Re- 
covei-y. 

Morgan,  AY.  G.  Kemarkable  dosage.  Amer.  Med.,  Philadelphia,  1006  (X.  S.K 
1:  245. 

The  ingestion  of  47.5  grains  of  acetanilid  three  times  daily  caused 
cyanosis. 

PucKETT,  C.     Acetanilid  poisoning.     Oklahoma  Med.  News-J.,  1906,  14:  208. 

Man,  49:  Ingestion  of  about  a  teaspoonful  of  acetanilid  in  4  doses  at 
hourly  intervals  was  followed  by  vertigo  and  general  weakness.  Slept  all 
night,  but  the  next  day  he  was  in  bed  with  intense  cyanosis  and  all 
symptoms  bordering  on   collapse. 

QuiGLEY,  D.  T.  Acetanilid  in  bromo-seltzer.  J.  Amer.  Med.  Assoc,  Chicago, 
1906,  46:  454. 

Ingestion  of  a  heaping  tablespoonful  of  bromo-seltzer  by  a  man  caused 
cyanosis  and  symptoms  of  collapse. 

Sutherland,  E.  L.  Acetanilid  poisoning.  Med.  Sentinel,  Portland,  Oreg.,  1906, 
14:  466. 

(1)  Woman,  34:  For  six  weeks  she  had  suffered  from  vertigo,  shortness 
of  breath,  anorexia,  nausea,  and  severe  headaches.  Her  physician  found 
her  unconscious,  cyanosed,  and  in  profound  collapse.  Inquiry  showed  that 
she  had  been  taking  bromo-seltzer  for  two  weeks  in  tablespoonful  doses  for 
pain.  (2)  Woman,  32:  Ingestion  of  perfection  headeache  wafers  over  a 
period  of  three  weeks  caused  nausea  and  vertigo,  attacks  of  syncope, 
cyanosis,  loss  of  memory,  and  difficulty  in  concentrating  the  thoughts. 
Pulse,  135,  soft  and  intermittent;  urine  scant,  1.028.  Convalescence  lasted 
two  months.  (3)  Woman,  39:  Habitual  use  of  headache  powders  contain- 
ing 6  grains  of  acetanilid  powder  each,  caused  nausea,  general  nervousness 
and  debility,  cyanosis,  and  rapid  intermittent  pulse.  (4)  Woman,  69: 
Case  simihir  to  the  preceding,  (5)  Womnn,  36:  Had  been  taking  bromo- 
seltzer  in  tablespoonful  doses  for  headache  for  two  months.  Collapsed  in 
the  street.     Symptoms  resembled  those  in  preceding  case. 

Tyrrell,  J.  B.  Acute  acetanilid  poisoning.  .1.  Amer.  Med.  Assoc,  Chicimo. 
1906,  46:  955. 

Man,  52:  Ingestion  of  one-half  teaspoonful  of  acetanilid  wns  followed 
by  intense  cyanosis,  syncope,  and  coll;ii)se. 

DoBSON,  Ij.  a  case  of  i)oisoning  bv  antikanmiM.  West  London  Med.  J.,  1907, 
12:  226. 

Man,  54:  Took  twelve  5-grain  tablets  of  antikamnia  at  night.  He  was 
found  in  bed  the  next  morning  and  was  at  first  thought  to  be  dead.     There 

was  an  intense  degree  of  cyanosis  and  severe  symi)toms  of  collapse. 
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Glazebrook,  L.  W.  Clironic  acetanilid  poisoning  from  Harper's  "  brain  food." 
J.  Amer.  Med.  Assoc,  Chicago,  1907.  49 :  1673. 

Woman,  45:  Habitual  use  of  acetanilid  in  the  form  of  Harper's  brain 
food  caused  general  malaise,  drowsiness,  fatigue  on  slight  exertion,  numb- 
ness of  lower  extremities,  impaired  locomotion,  cyanosis  and  puffiness  of  the 
skin,  tremor  and  rapid  pulse. 

LoEWENTHAL,  F.  Death  from  Koehler's  headache  powders.  J.  Amer.  Med. 
Assoc,  Chicago,  1907,  48:  813. 

Two  powders  caused  the  death  in  an  hour  and  a  half  of  James  Tobias,  New 
York,  who  "  came  to  his  death  by  acetanilid  poisoning  administered  *  *  * 
in  Koehler's  headache  powders  *  *  *  "  Each  powder  is  said  to  have 
been  composed  of  acetanilid  76  per  cent,  caffein  22  per  cent. 

RooKER,  A.  M.  Case  of  poisoning  by  headache  powders  (Shac).  J.  Amer.  Med. 
Assoc,  Chicago,  1907,  49:  1675. 

Woman,  45,  headache :  One  Steam's  headache  wafer  was  followed  in  half 
an  hour  by  dizziness  and  in  an  hour  by  unconsciousness,  cyanosis,  and  pros- 
tration. 

Sanford,  M.  J.,  and  Van  Wagman,  D.  V.  Death  from  Taylor's  antiheadache 
powders.     J.  Amer.  Med.  Assoc,  Chicago,  1907,  48 :  1693. 

Boy,  7,  was  given  a  Taylor's  powder  containing  about  4.5  grains  of  acet- 
anilid at  9  a.  m.,  10.15,  and  11  o'clock.  He  soon  became  faint,  the  lips  and 
tongue  became  very  blue,  the  face  yellowish,  and  the  eyes  staring  and  pro- 
truding. At  12.15  convulsions  set  in  and  he  died  at  1  o'clock,  before  the 
arrival  of  a  physician. 

Smedley,  a.  L.  Death  from  acetanilid  poisoning.  J.  Amer.  Med.  Assoc,  Chi- 
cago, 1907,  48:  1433. 

Man,  29,  weight  190 :  Took  three  headache  powders  between  9  and  12 
o'clock,  each  containing  acetanilid  2.5  grains,  caffein  citrate  0.5  grain,  and 
sodium  bicarbonate  3  grains.  He  vomited  twice  and  became  very  weak  and 
cyanotic,  with  slow  pulse,  slow  shallow  respiration,  and  intense  headache. 
The  cyanosis  deepened,  collapse  supervened,  and  he  died  in  a  convulsion  at 
4  p.  m.  Autopsy  showed  edema  of  lungs,  dilatation  of  heart,  congestion 
(acute  cloudy  swelling)  of  the  kidneys.  Urine  in  bladder  showed  traces  of 
albumin. 

Strickland,  C.  G.  A  case  of  chronic  acetanilid  poisoning.  Pennsylvania  Med. 
J.,  Athens,  1907-8,  11:  31. 

Woman,  26 :  For  six  months  had  been  freely  dusting  a  large  leg  ulcer  with 
acetanilid,  using  a  half  pound  weekly.  For  three  months  she  suffered  from 
headache,  palpitation,  nausea  and  vomiting,  dyspnea,  insomnia,  cyanosis, 
and  abdominal  pain.  Liver  and  spleen  were  enlarged,  and  a  cardiac  mur- 
mur was  present.  Blood  was  chocolate  colored  and  showed  marked  dimi- 
nution in  number  of  red  cells  to  1,860.000.  Urine  was  almost  black  and 
gave  test  for  paramidophenol.  Withdrawal  of  the  drug  was  followed  by 
recovery. 

Wynn,  F.  B.  a  case  of  acetanilid  poisoning  from  headache  capsules  with  ex- 
treme tachycardia  the  dominant  symptom.  J.  Amer.  Med.  Assoc,  Chicago, 
1907,  49:  1027. 

Woman,  44:  Case  in  which  the  ingestion  of  6  neuralgic  capsules  (acetan- 
ilid and  caffein)  within  a  few  hours  was  followed  by  nausea,  prostration, 
dyspnea,  precordial  anguish,  pallor,  and  extreme  rapidity  of  the  pulse. 
Rate  as  determined  by  sphygmograph  was  210. 
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ANTIPYRIN. 
IXTRODI  CTORY   KESUME. 

In  the  following  bibliography  of  poisoning  by  antipyrin  an  attempt 
has  been  made  to  classify  the  cases  according  to  the  pathological 
effect  produced.  Thus,  under  the  heading  "  Cutaneous  Eruptions  " 
there  are  grouped  the  cases  in  which  symptoms  of  the  skin  appear 
from  the  published  reports  to  have  played  the  most  prominent  and 
important  part  in  the  history  of  the  cases.  This  method  has  been 
adopted  because  it  gives  more  information  with  regard  to  clinical 
history  than  the  mere  title  of  the  published  report  would  convey, 
and  because  it  has  been  found  to  be  impracticable  to  publish  a  full 
abstract  of  each  recorded  case  of  poisoning  by  antipyrin.  It  will 
readily  be  seen,  however,  that  nothing  approaching  accuracy  can  be 
secured  in  this  way.  In  some  of  the  cases  no  one  s3'mptom  or  group 
of  symptoms  appears  from  the  published  reports  to  have  stood  out 
ver}'  prominently  in  the  clinical  picture.  What  appears  to  have 
been  the  most  important  feature  of  the  case  is  often  attended  by 
symptoms  in  other  parts  of  the  body  which  are  almost  if  not  equally 
important.  Thus  many  of  the  skin  cases  present  in  addition  to 
the  cutaneous  symptoms  marked  systemic  depression  or  abnormal 
symptoms  of  the  kidneys,  the  digestive  tract,  or  of  other  parts  of 
the  body.  Likewise,  the  cases  grouped  under  the  heading  '*  Col- 
lapse "  often  present  also  cutaneous  or  other  symptoms.  In  spite 
of  the  difficulty  of  classifying  the  cases  accurately,  however,  it  is 
believed  that  the  method  possesses  distinct  advantage  over  a  mere 
alphabetical  or  chronological  classification.  The  references  are  ar- 
ranged alphabetically  and  chronologically  under  each  heading. 

The  total  number  of  cases  of  poisoning  by  antipyrin  herein  re- 
corded is  approximately  488.  As  already  stated,  it  is  practically 
impossible  to  determine  the  number  of  caseg  with  accuracy,  owing 
to  the  indefinite  character  of  some  of  the  reports.  The  cases  were 
reported  by  299  observers.  Of  the  488  cases  10,  or  about  2  per  cent, 
are  reported  to  have  resulted  fatall}^  The  distribution  of  the  re- 
corded cases  by  years  from  the  time  of  the  introduction  of  antipyrin 
as  a  medicinal  agent,  in  1884,  to  the  end  of  the  year  190T,  is  shown  in 
the  accompanying  table. 

Cases  of  antipyrin  poisoning  reported  aniiuallj/. 


Year. 

Number 
of  cases 
reported. 

Number 
of  ob- 
servers. 

Year. 

Number 
of  cases 
reported. 

Number 
of  ob- 
servers. 

Year. 

Number 
of  cases 
reported. 

Number 
of  ob- 
servers. 

1884 

1885 

33 
68 
48 
37 
55 
24 
22 
12 
31 

19 

28 
18 
27 
41 
18 
8 
11 
11 

1893 

1884 

1895 

IS 
16 

28 
13 
31 

1 

0 

10 

16 

17 

13 

20 

11 

2 

0 

1 

1  1902 

1903 

1Q04 

:  1905 

1  1906 

1  1907 

Total. 

4 

8 
7 

I 

2 

4 

8 

1886 

1887 

1888 

1889 

1890 

1891 

1892 

6 

1896 

1897 

1898 

1899 

1900 

1901 

3 
.5 
2 

488 

299 
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These  figures  indicate  either  that  there  has  been  a  considerable 
falling  off  in  the  use  of  antipyrin  during  recent  years,  or  that  the 
drug  has  been  employed  with  greater  caution  and  discrimination, 
and  undoubtedly  both  of  these  factors  have  played  an  important  part 
in  reducing  the  number  of  cases  of  poisoning.  The  inefficiency  of 
the  drug  in  the  treatment  of  some  of  the  affections  for  which  it  was 
formerly  recommended  and  the  uncertainty  of  the  effect  of  its  admin- 
istration may  have  contributed  to  this  decrease.  A  review  of  the 
cases  herein  recorded  will  show  that  in  a  number  of  instances  a  single 
dose  of  antipyrin  of  5  grains  or  less  has  produced  alarming  symptoms 
in  adults,  while  a  dose  of  10  or  15  grains  has  produced  serious  col- 
lapse. In  many  cases  of  harmful  results  the  dose  appears  to  have 
been  neither  undul}^  large  nor  too  long  continued,  and  there  seems  to 
have  been  little,  if  any,  direct  relation  between  the  size  of  dose  and 
the  occurrence  and  severity  of  the  ill  effects.  Furthermore,  untoward 
symptoms  have  appeared  so  promptly  in  many  cases  as  to  lead  some 
observers  to  believe  that  the  manifestations  are  largely  reflex  in 
character,  inasmuch  as  there  appeared  to  be  almost  no  time  allowed 
for  absorption  of  the  drug  from  the  stomach  between  the  time  of 
ingestion  and  the  appearance  of  the  symptoms.  This  uncertainty  of 
results  has  undoubtedly  been  an  important  factor  in  bringing  about  a 
more  conservative  use  of  the  drug. 

ABSTRACTS  OF  ANTIPYRIN  CASES. 

CUTANEOUS   MANIFESTATIONS. 

Under  this  heading  are  grouped  the  recorded  cases  of  antipyrin 
poisoning  in  which  the  cutaneous  symptoms  appear  to  have  occupied 
the  most  important  place  in  the  clinical  history.  They  are,  how- 
ever, not  necessarily  the  only  ones  described  in  the  published  reports, 
and  cutaneous  manifestations  are  recorded  in  many  of  the  cases 
which  have  been  grouped  under  other  headings. 

A  review  of  the  reported  cases  shows  that  the  cutaneous  symptoms 
presented  themselves  most  often  in  the  form  of  a  rash  or  eruption, 
often  accompanied  by  swelling  and  severe  itching.  The  eruption 
appeared  in  widely  different  forms,  and  varied  much  in  the  different 
cases  as  regards  character,  time  of  appearance,  duration,  part  of 
the  body  affected,  severity,  etc.  The  form  which  appears  to  have 
been  observed  most  frequently  was  that  of  urticaria,  accompanied  by 
severe  itching.  In  other  cases  the  eruption  resembled  that  of  scarlet 
fever,  in  others  that  of  measles,  and  in  still  others  that  of  herpes, 
eczema,  or  pemphigus.  In  most  of  the  cases  the  symptoms  appeared 
promptly  after  the  ingestion  of  one  or  two  doses  of  the  drug;  in 
some,  however,  thej^  were  delayed,  and  in  not  a  few  instances  the 
cutaneous  manifestations  did  not  make  their  appearance  until  after 
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the  drug  had  been  taken  in  fairly  large  doses  for  days.  AMiether  they 
appeared  early  or  late,  the  symptoms  usuall}^  came  suddenly  and  lasted 
only  a  few  hours,  with  the  exception  of  two  or  three  cases,  when  they 
continued  for  several  days.  In  not  a  few  instances  their  disappear- 
ance was  followed  b}^  desquamation.  The  distribution  of  the  erup- 
tion presented  man}^  variations.  In  some  of  the  cases  it  appears  to 
have  affected  the  skin  of  the  entire  body,  while  in  others  it  attacked 
only  a  comparatively  small  area — for  instance,  the  back  of  the  hand 
or  knee.  In  the  mild  cases  the  eruption  was  a  mere  erythematous 
blush,  causing,  however,  much  discomfort;  but  in  the  severe  cases 
the  skin  was  red,  swollen,  and  hot,  and  the  sensation  of  heat  and  itch- 
ing was  distressing. 

Besides  an  eruption,  the  skin  manifestations  in  poisoning  by  anti- 
pyrin  included  edema.  The  swelling  in  most  cases  affected  first  the 
face,  especially  the  skin  around  the  eyes,  and  the  statement  frequently 
occurs  in  the  reports  that  the  patient's  face  became  so  swollen  that 
he  was  unrecognizable.  The  swelling  in  not  a  few  instances  involved 
the  skin  of  the  entire  body.  Cyanosis  was  observed  in  only  two  or 
three  cases,  and  pruritus  without  the  appearance  of  a  rash  in  a  very 
few  instances. 

1884. 

Ai-EXANDER.     Zweiter   Bericht   liber   die  Wirkungen   und   Xebenwirkungen   des 
Antipyrins.     Breslaii  iirztl.     Zts.,  1SS4,  6:  169. 

Four  cases  of  typhoid  fever  in  which  the  administration  of  antipyriu 
was  followed  by  the  appearance  of  an  eruption. 

BiELSCHOwsKY.  E.     Beitrage  zur  Antipvrin-Behandlnns.     Breslan.  iirztl.     Zts., 
1884,  6:  193. 

Two  cases  of  typhoid  fever  in  which  the  administration  of  antipyrin 
was  followed  in  one  case  by  an  erythematous  eruption  and  in  the  other 
by  collapse. 

Cahn.  a.     Ueber  Antipyrin  und  Antipvrinexanthem.     Berl.  klin.     Wochenschr., 
1884.  21:  569. 

Two  cases,  one  of  typhoid  fever  and  the  other  of  phthisis,  in  which  the 
ingestion  of  antipyrin  was  followed  by  the  appearance  of  an  erythematous 
rash. 

Debove.  cited  by  Denux,  M.     Etude  sur  la  valeur  therapeutique  de  rantipyrino. 
Paris,  1884. 

Ingestion  of  antipyrin  was  followed  by  the  appearance  of  a  morbilliform 
eruption. 

Demme,  R.     Physiologische  und  therapeutische  Beitrage  zur  Kountnis  des  Anti- 
pyrins.    Fortschr.  d.  Med.,  Berlin.  1884.  2:  680. 

Two  cases  in  children,  one  of  acute  rheumatism  and  the  other  of  typhoid 
fever,  in  which  the  administration  of  antipyrin  was  followed  in  one  case 
by  the  api)earance  of  an  erythematous  rash,  and  in  the  other  by  symptoms 
of  marked  depression. 
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DoEBNER.     Ein  Antipyrinaiisschlag.     Aerztl.  Int.-Bl.,  Miinchen,  1884,  31 :  571. 

Woman,  28  phthisis.  After  the  ingestion  of  3.25  drachms  of  antipyrin 
during  twelve  days,  a  morbilliform  eruption  made  its  appearance. 

Ernst,  P.     Antipyriuexanthem.     Centrbl.  klin.  Med.,  Leipzig,  1884,  5:  521. 

Two  cases  of  typhoid  fever  in  which  the  administration  of  antipyrin  was 
followed  by  an  eruption  upon  the  skin. 

Geier,  a.    Zur  Wirkung  des  Antipyrin  bei  Kindern  und  Erwachsenen.   Deutsche 
med.     Wochenschr.,  1884,  10:  730. 

Man,  39,  typhoid  :  After  taking  antipyrin  for  nine  days  an  erythematous 
rash  appeared.     Erythema  on  back  and  extremities. 

Meissen.     Antipyrin  bei  Phthise.     Deutsche  med.     Wochenschr.,  Berlin,  1884, 
10:  827. 

An  eruption  appeared  immediately  after  resuming  the  use  of  antipyrin, 
after  an  interval  of  eight  days. 

Pribram,  A.     Ueber  das  Antipyrin.     Prag.  med.  Wochenschr.,  1884,  9 :  422. 

In  four  cases,  erythema  followed  the  use  of  antipyrin  for  three  days  in 
doses  of  15  and  30  grains.  In  a  case  of  tuberculosis,  collapse  occurred 
after  the  injection  of  1  drachm  of  antipyrin. 

Rank,  C.     Ueber  den  therapeutischen   Werth  des  Antipyrins.     Deutsche  med. 
Wochenschr.,  Berlin,  1884,   10:  373. 

The  injection  of  antipyrin  was  followed  by  an  eruption  resembling  urti- 
caria. 

Secchi.     Zur  Wirkung  des  Antipyrin  bei  Phthise.     Exanthem  nach  Anwendung 
desselben.     Breslau.  arztl.  Zts.,  1884,  6:  184. 

In  two  cases  a  morbilliform  eruption  with  severe  itching  followed  the  in- 
gestion of  15-grain  doses  of  antipyrin. 

SuNER,  E.     Mas  sobre  la  antipirina.     Genio  med.-quir.,  Madrid,  1884,  30:  494. 

Erythema  with  severe  itching  appeared  on  the  fourth  day,  after  the  in- 
gestion of  45  grains  of  antipyrin. 

Wising,    P.    J.     Om    biverkningar    af    antipyrin.     Hygiea,     Stockholm.     1884, 
46:  716.    Abs.  Lancet,  London,  1887.  2:  85. 

A  rash  of  bluish-red  spots  on  the  face  following  the  ingestion  of  anti- 
pyrin. 

1885. 

DE  Gassicourt,   C.     Discussion  of  paper  by  Descroizilles.     L'emploi  de  Tanti- 
pyrine  chez  les  enfants.     J.  med.,  Paris,  1885,  8:  911. 

Two  cases  in  which  the  ingestion  of  antipyrin  was  followed  by  the  ap- 
pearance of  an  eruption  of  bright  red  spots. 

Draper,  W.  H.     Antipyrin  and  its  effects.     Med.  Rec,  New  York.,  1885,  27:  414. 
An  eruption  resembling  that  of  measles  occurred  in  6  out  of  20  cases  of 
typhoid  treated  with  antipyrin. 

Fernagut,  E,    Essai  sur  Taction  de  Tantipyrine  dans  la  fievre  typhoide.     Paris, 

1885. 

A  roseola  followed  the  prolonged  use  of  antipyrin  in  typhoid  fever. 
82319— Bull.  126—09 4 
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GiORGiERi,  C.  Siiir  eriizione  cutanea  per  1'  uso  dell'  antipirina.  Gazz.  med.  ital. 
lomb.,  Milano.  18-85  (S.  s.K  7:  273. 

Two  cases  in  which  an  eruption  followed  the  ingestion  of  antipyrin. 

GuTTMANX,  P.  Ueber  antipyretische  Mittel.  Berl.  klin,  Wochenschr..  I'^'^^S,  22: 
401. 

In  6  cases  out  of  297  an  exanthematous  eruption  followed  the  ingestion 
of  antipyrin. 

Kaatzer.  p.  Antipyrin  bei  Phthisis.  Deutsche  med.  Wochenschr.,  Berlin,  1.885, 
11:  270. 

In  2  cases  the  ingestion  of  antipyrin  was  followed  by  the  appearance  of 
an  exanthematous  eruption. 

PrsixELLi.  Ueber  Antipvrin.  Deutsche  med.  Wochenschr..  Berlin.  1885, 
11:  11.5. 

In  7  cases  of  typhoid  the  ingestion  of  antipyrin  was  followed  by  the  ap- 
pearance of  an  exanthematous  eruption. 

RoLLET.  M.  F.  Note  sur  I'antipyrine  chez  les  tuberculeux.  Lyon  med..  1885, 
49:  4.53. 

An  eruption  appeared  in  1  out  of  5  cases  of  tuberculosis  treated  with 
antipyrin. 

Rorx-SEiGXORET.  Sur  uu  cas  de  fievre  typhoTde.  traite  par  Vantipyrine.  Erup- 
tion rubeoliforme  au  dixieme  jour.     France  med..  Paris,  1885.  2:  921. 

Typhoid :  The  ingestion  of  antipyrin  was  followed  on  the  tenth  day  by 
the  appearance  of  a  morbilliform  eruption,  covering  the  entire  body. 

Sartorius,  E.     Antipyrin  in  der  Kinderpraxis.     Erlangen.  1885. 

Child,  6:  Ingestion  of  antipyrin  was  followed  by  the  appearance  of  an 
exanthematous  eruption. 

Secretax.  L.  Antiprrine  et  rhumatisme.  Rev.  med.  Suisse  Rom.,  Geneve, 
1885,  5:  718. 

The  ingestion  of  antipyrin  was  followed  by  the  api>earauce  of  a  morbilli- 
form eruption,  covering  the  entire  body. 

Shattuck.  G.  B.  The  results  of  the  use  of  antipyrine  at  the  Bosttni  City 
Hospital.    Boston  Med.  and  Surg.  J..  18.85.  113:  78. 

In  a  small  proportion  of  cases  the  exhibition  of  antipyrin  was  followeil 
by  the  appearance  of  au  eruption. 

Welt.  S.  Klinische  Beobachtungen  iiber  die  antifebrile  Wirkung  des  Auti- 
pyrins  und  Thalliu  nebst  Bemerkungen  iiber  iudividuelle  Antipyrese. 
Deutsches  Arch.  klin.  Med.,  Leipzig,  1885-6,  38:  81. 

Thirteen  out  of  122  patients  treated  with  antipyrin  developed  an  ery- 
thema. 

ZiTEKE,  J.  X.     Antipyrine.     Therap.  Gaz..  Detroit.  1885  (3.  s.),  1 :  .517. 

Author  observed  cases  in  whi.h  exantheniat(ius  eruptions  followed  the 
prolonged  use  of  antipyrin. 

1886.' 

BLOMFiEi.n.  .7.  E.  Two  cases  of  antipvrln-rash.  Practitioner,  London.  1^'«>. 
36:  2r,L 

Two  cases  of  acute  phthisis  in  which  the  ingestion  of  from  7  to  12  grains 
of  nntipyrir.  3  times  daily  was  followed  by  the  appearance  of  an  eruption 
uix>n  the  skin. 


LITERATURE    ON   ANTIPYRIN   POISONING.  51 

Cattani,    G.    Deir    esantema    antipirinico.     Gior.    ital.    d.    mal.    ven.,    Milano, 
1886,  21:  129. 

Six  cases  in  whicli  an  eruption  followed  the  ingestion  of  antipjrin. 

DE  Renzi,  E.     Enizione  cutanea  prodotta  dall'  antipirino.     Riv.  clin.  e  terap., 
Xapoli,  1886,  8:  57. 

Male,  typhoid:  Ingestion  of  4.5  drachms  of  antipyrin  within  three  days 
was  followed  by  an  erythematous  eruption. 

Fraenkel,    a.     Ueber    Antipyrinbehandlung    des    acuten    Gelenlvrheumatismus. 
Deutsche  med.  Wochenschr.,  1886,  12 :  772. 

Man,  39,  articular  rheumatism  :  The  ingestion  of  1.25  drachms  of  anti- 
pyrin daily  for  six  days  was  followed  by  the  appearance  of  an  erythema 
covering  the  entire  body. 

Feankenberg,  J.  H.     >\ntipyrine.     Med.  Rec,  New  York,  1886,  29 :  585. 

Seven  cases  in  which  the  ingestion  of  antipyrin  was  followed  by  an 
eruption  on  the  skin.  In  one  the  quantity  taken  was  5  drachms  within 
two  weeks  in  15-grain  doses.  In  the  other  the  quantity  was  1  to  3  ounces 
in  the  same  period  of  time. 

Fruitnight,    J.    H.     Kairine    and    antipyrine.     Med.    Rec,    New    York,    1886, 
29:  647. 

Acute  phthisis :  Five  grains  of  antipyrin  given  every  four  hours  pro- 
duced a  bright  red  miliary  eruption. 

GoLBiEWSKi,  E.     Feber  die  Wirkung  von  Antipyrin  bei   Gelenkrheumatismus. 
Berl.  klin.  Wochenschr.,  1886,  23:  463. 

In  about  70  cases  there  were  only  2  instances  in  which  an  exanthem  re- 
sembling urticaria  followed  the  use  of  antipyrin. 

Laache.  S.     Ein  Fall  von  "  kontriirer  "'  Antipyrinwirkung.     Centrbl.  klin.  Med., 
Leipzig,  1886,   7:  545. 

Man.  phthisis :  The  ingestion  of  0.5  drachm  dose  of  antipyrin  was  fol- 
lowed by  a  chill  and  rise  of  temperature.  On  the  next  day  a  scarlatiniform 
eruption  appeared  upon  the  skin. 

Lauee.     Etude  clinique  sur  la  valeur  de  I'antipyrine  specialement  appliquee  a 
la  therapeutique  infantile.    Rev.  mens.  mal.  Tenf..  Paris,  1886,  4:  .57. 

On  four  occasions  a  morbilliform  eruption  was  observed  in  children  fol- 
lowing the  ingestion  of  antipyrin. 

Masius  et  Snyees,  p.     Contribution  a  I'etude  de  I'antipyrine.     Bui.  Acad.  roy. 
med.  Belg.,  Bruxelles,  1886  (3.  s.),  20:  547. 

Case  in  which  an  exanthematous  eruption  followed  the  ingestion  of  anti- 
pyrin. 

1S8T. 

Dally,  E.  O.     Rash  produced  by  antipyrin.     Brit.  Med.  J.,  London,  1887,  1 :  111. 
Two  cases  in  which  a  morbilliform  eruption  followed  the  ingestion  of 

antipyrin. 

Hayem.     Modes  d'administration  de  Tantipyrine.     J.  med.  Paris,  1887,  12 :  70S. 
Ingestion  of  0.5  drachm  of  antipyrin  gave  rise  to  an  intense  erythema. 

Hays,  .1.  M.     Sloughing  following  a  hvpodermic  injection  of  antipvrin.     Med. 
Rec,  New  York,  1887,  32:  486. 

Injection  of  12  grains  of  antipyrin  dissolved  in  water  was  followed  by  a 
severe  urticarial  eruption,  and  a  slough  the  size  of  a  silver  quarter. 
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JozEFOwicz.     On  the  antipyrin  rash.     Proceedings  of  the  Kovno  Medical   So- 
ciety, 1886,  No.  2,  p.  17  (Abs.  Loud.  Med.  Record.  1887.  15:  264). 

Two  cases  of  exanthem  following  the  ingestion  of  antipyrin,  one  with 
and  the  other  without  severe  itching. 

Leitzmann.   G.     Eine  Nebenwirkung  des  Antipyrin.     Berl.   klin.    Wochenschr.. 
1887,  24:  531. 

Woman,  pneumonia :  A  dose  of  15  grains  of  antipyrin  was  followed  in 
four  hours  by  a  chill  and  vomiting,  and  later  by  an  erythema. 

Martini,  Y.     Orticaria  per  antipirina.     Boll.  d.  sez.  d.  cult.  d.  sc.   med.  n.  r. 
accad.  d.  fisiocrit.  di  Siena,  1887,  5:  114. 

Urticaria  and  intense  itching  followed  the  ingestion  of  antipyrin. 

Paget,  W.  S.     Rash  produced  by  antipyrin.     Brit.  Med.  J.,  London,  1887,  1 :  210. 

The  ingestion  of  antipyrin  for  eight  days  on  an  average  of  1  drachm 
daily  was  followed  by  the  appearance  of  a  bright  red  rash. 

ScHWARZ.     Ein  Fall  von  Antipvrinexanthem.     Miiuch.  med.  Wochenschr.,  1887, 
34:  59. 

Woman,  27.  typhoid  :  Ingestion  of  9  drachms  of  antipyrin  in  fourteen  days 
was  followed  by  a  severe  chill  and  then  by  a  morbilliform  rash  with  severe 
itching. 

See,  G.     De  I'antipvrine  contre  la  douleur.     Compt.  rend.  acad.  sci.,  Paris,  1887, 
104:  1085. 

Author  had  observed  an  eruption  resembling  that  of  scarlatina  or  urti- 
caria following  the  ingestion  of  antipyrin  in  doses  of  from  1  to  1.5  drachms 
daily. 

Spitz,  B.     Ein  eigenthtimlicher  Fall  von  Dermatitis  hervorgerufen  durch  Anti- 
pyrinbehandlung.     Therap.  Monatsh..  Berlin.  1887.  1 :  347. 

Girl,  20,  typhoid:  One-half  drachm  doses  of  antipyrin  were  followed  by  a 
morbilliform  rash  with  subsequent  desquamation. 

Victor,  P.     Antipyrin  rash.     Indian  Med.  Gaz.,  Calcutta,  1887,  22:  241. 

Boy,  14,  typhoid :  Between  June  26  and  July  6  received  300  grains  of  anti- 
pjTin.  A  vesicular  and  papular  rash  appeared  over  the  whole  body,  and 
lasted  six  days. 

Whitehouse,  J.  S.     A  case  of  antipyrin  poisoning.     Med.  Rec  New  York,  1887, 
32:  706. 

The  ingestion  of  7.5  grains  of  antipyrin  was  followed  in  two  minutes  by 
severe  gastric  pain  and  soon  after  by  the  appearance  of  an  urticarial  erup- 
tion and  symptoms  of  collapse. 

1888. 

Barber,  C.  F.     Some  toxic  effects  of  antipyrine.     Mod.  Roc,  Now  York,  1888. 
33:    14. 

Ingestion  of  15  grains  of  antipyrin  was  followed  by  the  appoaranco  of 
Mil  urticarial  oruption  with  intense  itching.  The  face  was  much  swollen, 
features  being  ol>l iterated. 
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BoKENHAM,  T.  J.     Some  therapeutic  uses  of  antipyrin.     Practitioner,  London, 
1888,  40:  266. 

(1)  Ingestion  of  20  grains  of  antipyrin  3  times  a  day  for  fourteen  days 
by  a  child  was  followed  by  malaise  and  the  appearance  of  an  eruption 
resembling  that  of  both  urticaria  and  scarlatina.  (2)  Ingestion  of  an- 
tipyrin   was    followed    by    drowsiness,    vertigo,    delirium,    and    diarrhea. 

(3)  The  first  dose  of  antipyrin  was  followed  by  symptoms  of  depression. 

(4)  Antipyrin   caused   the  appearance  of  a   rash   like  that   described   in 
case  1. 

Cehak.     Zur  Wirkung  des  Antipyrins.    Allg.  Wien.  med.  Ztg.,  1888,  33:  316. 

Ingestion  of  15  grains  of  antipyrin  was  followed  by  severe  sneezing, 
dyspnea,  and  swelling  of  the  entire  face  and  inside  of  the  mouth.  In  2 
cases  erythema  followed  the  ingestion  of  antipyrin. 

Claremont,  C.  C.    Antipyrin  rashes.     Brit.  Med.  J.,  London,  1888,  2:  943. 

In  2  cases  an  eruption  followed  the  ingestion  of  antipyrin  in  typhoid 
fever. 

DuRAND,    J.     Eruption     scarlatiniforme    causee     par     I'antipyrine.     Gaz.    hop. 
Toulouse,  1888,  2:  225. 

Man,  55,  neuralgia  :  A  scarlatiniform  eruption  followed  the  ingestion  of 
0.5  drachm  of  antipyrin. 

DuTT,  U.  K.     Idiosyncrasy  with  regard  to  antipvrin.     Brit.   Med.  J.,   London, 
1888,   1:  1147. 

Ingestion  of  antipyrin  was  followed  by  violent  itching,  tingling,  and 
burning  of  the  throat  and  skin,  and  sneezing.     No  eruption. 

Grognot.     Sur  un  cas  d'oedeme  consecutif  a  I'absorption  de  I'antipyrine.     Bui. 
gen.  therap.  [etc.],  Paris,  1888,  115:  134. 

Man,  35,  facial  neuralgia :  Fifteen  minutes  after  taking  15  grains  of 
analgesin,  edema  of  the  face  developed. 

Hardy.     Sur  I'emploi  therapeutique  de  I'antipyrine  et  de  I'acetanilide.     Bui. 
Acad,  med.,  Paris,  1888   (2.  s.),  19:  245. 

Man,  30 :  Developed  a  scarlatiniform  eruption  after  taking  antipyrin. 

Jennings,  O.    On  poisoning  by  antipyrin.    Lancet,  London,  1888,  1:  364. 

(1)  Ingestion  of  2.5  grams  of  antipyrin  daily  for  eight  days  was  fol- 
lowed by  the  appearance  of  an  eruption  over  the  whole  body,  swelling  of 
the  face,  symptoms  of  collapse  and  prostration.  (2)  Young  woman  took 
5  grams  of  antipyrin  a  day  for  rheumatism.  On  the  second  day  she  was 
found  swaying  back  and  forth,  and  repeatedly  crying  that  she  had  lost  her 
memory  and  was  going  mad.  She  subsequently  had  an  attack  of  gastro- 
enteritis. (3)  Woman.  The  ingestion  of  antipyrin  was  followed  by  a 
swelling  of  the  body,  dyspnea,  and  the  appearance  of  an  eruption. 

Lanphear,  E.    a  peculiar  effect  of  antipyrin.     Kansas  City  Med.  Index,  1888, 
9:  155. 

Woman,  52 :  Ingestion  of  1.5  ounces  of  antipyrin  in  one  week  was  on 
2  occasions  followed  by  deep  cyanosis  and  swelling  of  the  face  and 
extremities. 
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Macdonald,  a.  Antipvriu  and  idiosyncrasy.  Brit.  Med.  J.,  London,  188S, 
1:  296. 

Girl,  typhoid  :  Ingestion  of  3  doses  of  antipyrin  daily  for  twelye  days  was 
followed  by  the  appearance  of  an  urticarial  eruption  oyer  the  entire  body 
except  the  face. 

Mahnert,  F.  Studien  und  Erfahrungen  iiber  Antipyrin.  :Mittheil.  Ver.  Aerzte 
in  Steiermark,  ISSS,  24:  62. 

Author  states  that  he  had  seen  but  1  case  in  which  a  morbilliform  rash 
followed  the  ingestion  of  antipyrin. 

Ma  YET.    Bui.  mem.  soc.  de  therap.,  Paris,  1888  (2.  s.),  15:  33. 

Ingestion  of  45  grains  of  antipyrin  was  followed  by  an  intense  urticarial 
eruption ;  7.5  grains  taken  later  caused  swelling  of  the  eyelids  and  entire 
face. 

Mazzotti,  L.  Esantema  antipirinico  per  iniezioni  sottocutanee  d  'antipirina  ed 
eruzione  di  herpes  zoster  sopra  di  esso.  Gior.  ital.  mal.  yen.,  Milauo,  1888, 
23:  210. 

An  eruption  followed  the  subcutaneous  injection  of  antipyrin. 

OLiyER,  T.  Clinical  experience  of  some  of  the  more  recently  introduced  drugs. 
Lancet,  London,  1888,  1:  868. 

A  herpetic  eruption  followed  the  ingestion  of  antipyrin  taken  for  neu- 
ralgia. 

OLLiyiER,  A.     Bui.  Acad,  med.,  Paris,  1888  (2.  s.),  19:  229. 

Child,  chorea  :  Ingestion  of  antipyrin  was  followed  by  the  appearance  of 
an  erythematous  rash. 

Ory.  Contre-indications  de  Tantipyrine,  son  emploi  dans  la  polyurie.  J.  med. 
Paris,  1888,  14:  486. 

Forty-fiye  grains  of  antipyrin  taken  during  the  day  gaye  rise  to  a  miliary 
eruption  over  the  entire  body. 

Stack,  J.  J.     Antipyrin.     Lancet.  London,  1888,  2:  1112. 

On  3  ocoasions  the  ingestion  of  a  lO-grain  dose  of  antipyrin  caused  the 
appearance  of  an  urticarial  eruption  over  the  entire  body  with  itching 
and  a  disagreeable  sense  of  uneasiness. 

TisNE.     Eruption  due  a  I'usage  de  Tantipyrine.     J.  med.  Paris,  1888,  15:  327. 
The  ingestion  of  antipyrin  was  followed  by  the  appearance  of  a  scarlatini- 
form  erui)tion. 

Wilson,  J.  C.  Note  on  antipyrin  as  an  analgesic.  J.  Nerv.  >rent.  Dis..  New 
York,  1888  (n.  s.),  13:  42. 

In  two  or  three  instances  a  transient  scarlatiniform  eruption  followed 
the  use  of  antipyrin. 

WiNDELSciiMiDT.  Uebcr  die  Wirkung  des  Antipyrin  bei  der  Menstruatiouscolik. 
Allir.  med.  Centr.-Ztg.,  Berlin,  1S8S,  57:  1029. 

P>oy,  7:  A  dose  of  4.5  grains  of  antipyrin  was  followed  by  tlu>  ajipcvirance 
of  an  urticarial  eruption  and  high  fever. 
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1889. 

Amon,   H.     Siibkiitane  Antipyrin-Injektion  bei  akutem   Gelenksrheiimatismus. 
Internat.  kliu.  Rundschau,  Wien,  1889,  3:  123. 

A  small  superficial  patch  of  gangrene  of  the  skin  followed  the  subcutane- 
ous injection  of  antipyrin. 

Boucher.     Eruption  due  a  I'antipyrine.     Bull.   soc.  med.   Rouen,    (1889)    1890 
(2.  s.),  3:  29. 

A  morbilliform  eruption  followed  the  ingestion  of  antipyrin. 

Grandclement.      Indications    et   dangers    de    I'antipyrine.      Lyon    med.,    1889, 
60:  414. 

Man,  65:  One  or  2  doses  of  antipyrin  of  7.5  grains  each  were  followed 
by  the  appearance  of  an  eruption  upon  the  skin.  It  reappeared  every 
time  the  patient  took  antipyrin. 

Ferret,    S.,   and  Devic,   E.     Des   eruptions   rubeoliformes  dues  a   Tantipyrine, 
Province  med.,  Lyon,  1889,  3:  301. 

Girl,  5 :  A  morbilliform  eruption  followed  the  ingestion  of  antipyrin. 

Watkins,  W.     Antipyrin  ;  results  following  its  administration.     Lancet,  London, 

1889,  2:  903. 

Woman,  37,  headache :  A  dose  of  10  grains  of  antipyrin  was  followed  by 
great  swelling  of  the  upper  lip. 

1890. 

Dubousquet-Laborderie.     Traitement   de   la    coqueluche   par   I'antipyrine.     Se- 
maine  med.,  Paris,  1890,  10:  154. 

Ill  effects  were  noted  in  15  out  of  300  cases  treated  with  antipyrin,  prin- 
cipally a  scarlatiniform  eruption  or  gastric  disturbance. 

Lewis,  D.  C.     Five  hours  with  15  grains  of  antipyrine.     Med.  Brief,  St.  Louis, 

1890,  18:  282. 

Half  an  hour  after  taking  15  grains  of  antipyrin  the  patient's  face  be- 
came swollen,  the 'Sight  blurred,  the  hearing  indistinct,  and  an  urticarial 
eruption  made  its  appearance. 

1891. 

DE    Molenes,    p.     Erytheme    antipyriuique.     Ann.    dermat.    syph.,    Paris,    1891 
(3.  s.),  2:  384. 

An  erythematous  eruption  lasting  about  six  days  followed  the  ingestion 
of  antipyrin. 

Gliazstein,  I.     K.  Kazuist  t.  n.  lekarst.  sypei.      (So-called  drug  exanthem). 
Meditsina,  St.  Petersburg,  1891,  3:  405.     Cited  by  Fouruier,  1892,  p.  496. 

(1)  An  erythematous  eruption  followed  the  ingestion  of  7.5  grains  of 
antipyrin.  Subsequently  another  dose  of  the  drug  was  followed  by  similar 
symptoms.  (2)  On  2  occasions  an  eruption  appeared  after  the  ingestion 
of  3  doses  of  antipyrin,  2.5  grains  each,  in  the  case  of  a  child. 

Grancher.     Eruption    febrile   due   a   I'antipyrine.     J.   med.    chir.    prat.,    Paris, 

1891,  62:  334. 

Child  for  eight  days  was  given  37.5  grains  of  antipyrin  daily.  This  was 
followed  by  a  morbilliform  rash  with  fever.  It  disappeared  two  days  after 
the  drug  was  discontinued,  and  reappeared  when  it  was  again  taken. 
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Laloy,   L.     Deux    cas   d'exaiitheme   par   al)sori)tiou   de   substances   medicamen- 
teuses.     J.  med.  cliir.  prat.,  Paris,  1S91,  62:  921. 

Woman,  45,  headache:  A  dose  of  15  grains  of  autipyriu  was  followed 
by  the  appearance  of  a  morbilliform  rash. 

189S. 

Caspary.     Teber  Arzneiausschlage.     Monatsh.  prakt.  Dermat.,  Hamburg,  1892, 
14:  326. 

Five  cases  in  which  eruption  followed  the  ingestion  of  antipyrin. 

EiCHHORST,   H.     Zur  Kenutniss  des  Antipyrinexanthems.     Therap.     Monatsh., 
Berlin,  1892,  6:  381. 

Two  cases  of  typhoid  in  which  the  administration  of  antipyrin  was 
followed  by  the  appearance  of  an  eruption. 

FoTJRNiER,    H.     Notes    pour    servir    ^    I'etude    des    eruptions    determinees    par 
I'antipyrine.     J.  mal.  cutan.  syph.,  Paris,  1892,  4:  488. 

Four  cases  in  which  an  eruption  followed  the  administration  of  anti- 
pyrin. 

Lemonnier.     Erytheme  scarlatiniforme  du  a  I'antipyrine.     Ann.  dermat.  svph., 
Paris,  1892  (3.  s.),  3:  734. 

An  erythema  appeared  two  hours  after  the  ingestion  of  antipyrin. 

Leroux,  cited  by  Fournier,  1892,  p.  499. 

In  16  cases  an  eruption  followed  the  ingestion  of  antipyrin  in  chorea. 

MoELLER.     J.     Zur     Kenntniss     des     Antipyrinexanthems.     Therap.     Monatsh.. 
Berlin,  1892,  6:  580. 

A  dose  of  15  grains  of  antipyrin  was  followed  by  the  api^earance  of  an 
erythematous  eruption,  with  swelling  of  the  lips,  nose,  and  eyes. 

Petrini.     Eruption    pemphigoi'de    antipvrinique.     Ann.    dermat.    syph.,    Paris, 
1892  (3.  s.),  3:  170. 

A  pemphigoid  eruption  followed  ingestion  of  antipyrin. 

Short,  T.  S.     On  the  toxic  effects  of  antipyrin.     Birmingham  Med.  Rev.,  1892, 
31:  340. 

On  three  occasions  the  ingestion  of  a  5-grain  dose  of  antipyrin  was 
followed  by  redness  and  swelling  of  the  face,  the  appearance  of  a  scarlatini- 
form  rash  and  the  formation  of  ulcers  in  the  mouth. 

1893. 

Childe,  C.  p.     Rash  caused  by  taking  antipyrin.     Brit.  Med.  J.,  London,  1S93. 
2:  944. 

On  four  occasions  the  ingestion  of  antipyrin  was  followed  by  the  appear- 
ance of  an  eruption. 

Fbeudenberg,   a.     Oedemat()Se   Schwellung   des   Praeputiuin   als    Xebenwirkung 
des  Antipyrin.     Centrbl.  klin.  Med.,  Leipzig,  1893,   14:  97. 

Man,  .30:  A  dose  of  7.5  grains  of  anti|)yrin  was  followed  by  a  sensation 
.   of  burning  in  the  urethra  and  itcliiiig  and  swelling  of  the  prepuce. 

Leviseur.     Discussion  of  Pollitzer's  case  (1893).    Xt'w  Yorker  med.  Monatsschr., 
1893,  6:  519. 

A  case  similar  to  the  one  described  by  Pollitzer  (1893),  in  which  7.5 
grains  of  antipyrin   were   taken. 
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PoLLiTZER.     Eine   seltenere   Form   you  Antipyrinexanthem.     New  Yorker   med. 
Monatsschr.,  1893,  5:  519. 

Ingestion  of  30  grains  of  antipyrin  within  two  hours  caused  swelling  of 
the  lips  and  tongue  and  the  appearance  of  a  vesicular  eruption  upon  the 
face,  dorsum  of  the  hand,  and  glans. 

1894. 

Benzler.     Ueber    Arzneiexanthem    besonders    nach    Antipyrin.      Deutsche    mil. 
arztl.  Zts.,  Berlin,  1894,   23:  253. 

Man,  36 :  A  dose  of  15  grains  of  antipyrin  was  followed  by  the  appear- 
ance of  an  erythematous  eruption  on  the  back  of  the  hand. 

Brocq,  L.    Eruption  ^rythemato-pigmentee  fixe  due  a  I'antipyrine.    Ann.  dermat 
syph.,  Paris,  1894   (3.  s.),  5:  308. 

Ingestion  of  antipyrin  was  followed  by  an  eruption  of  dark-red  plaques. 

Du  Castel.    Discussion  of  paper  by  Brocq,  ibid.,  p.  312. 

On  three  occasions  the  patient  suffered  from  erythematous  patches  on 
the  glans  and  left  eyelid  after  taking  antipyrin. 

FouRNiER.  A.     Pseudo-syphilide  palmaire  determinoe  par  I'antipyrine.     Bui.  soc. 
frang.  dermat.  syph.,  Paris,  1894,  5:  175. 

A  dose  of  antipyrin,  from  7.5  to  15  grains,  produced  an  eruption  in  the 
palm  of  the  hand  which  closely  resembled  syphilis. 

Hallopeau.     Recidive    in    situ    d'un    erytheme    polymorphe.     Bui.    soc.    frang. 
dermat.  syph.,  Paris,  1894,  5:  481. 

Ingestion  of  7.5  grains  of  antipyrin  was  followed  by  great  restlessness 
and  the  appearance  of  an  erythematous  and  vesicular  eruption. 

Hartzell,  M.  B.     Urticaria  following  the  administration  of  antipyrin.     Arch. 
Pediat.,  New  York,  1894,  11:  371. 

Boy,  2 :  Administration  of  0.75  grain  of  antipyrin  was  followed  by  the 
appearance  of  an  eruption.  A  second  dose,  given  experimentally,  produced 
a  similar  result. 

Hood,   J.   J.     Toxic  symptoms  produced  by  antipyrin.     Australas.   Med.    Gaz., 
Sydney,  1894,  13:  150. 

Patient,  a  woman,  had  an  itching  lichen  ruber.  Ingestion  of  10  grains 
of  antipyrin  caused  an  aggravation  of  the  symptoms  and  the  appearance  of 
a  general  erythematous  eruption. 

Jadassohn.    Discussion  of  paper  by  Brasch,  1894,  p.  624. 

Man,  70 :  A  few  doses  of  antipyrin  caused  the  appearance  of  a  bullous 
eruption  on  the  lips,  hands,  and  genitals. 

Jullien,  cited  by  Brocq,  1894,  ibid.,  p.  313. 

Case  of  antipyrin  exanthem  like  that  described  by  Brocq. 

MoELLER,    J.     Zur    Kenntniss    des    Antipyrin-Exanthems.      Therap.    Monatsh., 
Berlin,  1894,  8:  565.     (See  also  Moeller,  1892.) 

Ingestion  of  7.5  grains  of  antipyrin  was  followed  bj'  the  development  of 
small  blisters  on  the  hands  and  genitals. 

ScHiFF.     Arch.  Dermat.  Syph.,  Wien,  1894,  27:  315. 

A  papular  erythema  followed  the  administration  of  antipyrin  to  a  child 
10  months  old. 


58  ACETANILID,   ANTIPYRIN,   AND   PHENACETIN. 

WiCKHAM,  L.  Erytheme  provoque  par  rantipyrine;  pseudo-roseole  sypbilitique. 
Ann.  dermat.  sypli..  Paris,  1894  (3.  s.).  5:  837. 

The  ingestion  of  0.5  drachm  of  antipyrin  was  followed  by  the  develop- 
ment of  a  roseola  resembling  that  of  syphilis. 

1895. 

Ballix.  Description  d'une  assez  bizarre  eruption  antipyrique.  Lyon  med , 
1895,  80:  388. 

On  a  number  of  occasions  the  ingestion  of  antipyrin  by  the  same  patient 
was  followed  by  an  eruption  of  red  patches  involving  the  greater  part  of 
the  body. 

Baudouin,  G.    Bui.  soc.  fraug.  dermat.  syph.,  Paris,  1895,  6:  121. 

Two  cases  in  which  an  itching  eruption  followed  the  ingestion  of  anti- 
pyrin. 

BoDiN,  L.  Eruptions  bulleuses  emphigoides  dues  a  I'antipvrine.  Presse  med., 
Paris,  1895,  p.  487. 

Case  in  which  an  eruption  followed  the  ingestion  of  15  grains  of  anti- 
pyrin. 

DuBREUiLH,  W.  Erytheme  fixe  cause  par  I'antipyrine.  Arch.  clin.  Bordeaux 
1895,  4:  383. 

Each  time  the  patient  took  22.5  grains  of  antipyrin  a  red  infiltrated 
patch  appeared  on  the  left  cheek. 

Gastou.     Eruption  d'antipyrine.     Med.  mod.,  Paris.  1895,  6:  271. 

Ingestion  of  15  grains  of  antipyrin  was  followed  by  the  appearance  of 
an  urticarial  eruption  with  the  formation  of  bullae  and  subsequent  ulcera- 
tion. 

Knight,  E,  Peculiar  susceptibility  to  the  effects  of  antipyrin.  P>rlt.  Med.  J., 
London,  1895,   1:  1132. 

A  dose  of  10  grains  of  antipyrin  in  one  case  caused  the  appearance  of 
an  urticarial  eruption  and  in  another  violent  sneezing,  swelling  of  the  nose 
and  throat,  and  dyspnea. 

Morel-Lavall^e,  a.  Placards  pigmentes  indelebiles  consecutifs  ji  un  erytheme 
antipyrine  recidivant  sur  place.  Ann.  dermat.  syph.,  Paris,  1895  (3  s. ), 
6:  325. 

The  ingestion  of  15  grains  of  antii)yrln  was  followed  by  an  eruption 
resembling  nettle-rash. 

Payne,  W.  II.     Brit.  Med.  J.,  London,  1895,  1:  li:52. 

A  case  in  which  10  grains  of  antipyrin  caused  an  urticarial  (Muption 
witliin  fifteen  minutes  aftei-  the  ingestion  of  the  dnig. 

RuGE,  H.  Ilcber  einen  Fall  von  Idiosynkrasie  gegen  Antipyrin.  Chariti'-Ann., 
Berlin,  1895,  20:  245. 

Woman,  35:  A  dose  of  15  grains  of  antipyrin  was  followed  by  a  rise  in 
temperature  of  4.5°  and  the  appearance  of  an  erupt iou. 

Russell,  W.  M.  Peculiar  suscei)tibilitv  to  the  effects  of  antiiiyrin.  Brit.  M(h1. 
J.,  Loudon,  1895,  1:  1019. 

The  ingestion  of  3  grains  of  antipyrin  ( wliicli  was  vomitod  almost  innne- 
diatoly)  was  followed  by  soreness  of  the  gums  and  the  development  of  an 
eruption  upon  the  body. 


LITERATURE    OX   AXTIPYRIX    POISONING.  59 

Sedgwick,  W.    Autipyriu  rash.    Brit.  Med.  J.,  London,  1S95,  1 :  58. 

On  two  occasions  the  ingestion  of  10  grains  of  autipyrin  was  followed  by 
the  appearance  of  a  bright  red  rash. 

Suss.     Note  snr  deux  cas  d'erythenie  phlj'ctennlaire  prodiiit  par  Tantipyrine. 
France  med.,  Paris,  1895,  42:  177. 

(1)  The  ingestion  of  45  grains  of  antipj-rin  in  divided  doses  was  followed 
by  the  appearance  of  irregular  purplish  spots  upon  the  extremities.  (2) 
Antipyrin  taken  for  headache  caused  the  appearance  of  a  rash  upon  the 
body. 

Talamox,   C.     Eruptions  medicamenteuses.     Med.  mod.,  Paris,  1895,  6:  212. 

(1)  The  ingestion  of  30  grains  of  antipyrin  was  followed  by  the  appear- 
ance of  a  scarlatiniform  eruption.  (2)  The  ingestion  of  antipyrin  was  fol- 
lowed on  the  third  day  by  the  appearance  of  a  morbilliform  rash.  (3)  Ad- 
ministration of  antipyrin  to  a  typhoid  patient  caused  an  eruption  which  was 
purpuric  in  character.  (4)  Author  had  seen  a  papular  erythema,  more  or 
less  abundant,  following  the  administration  of  antipyrin  to  tubercular  pa- 
tients in  five  or  six  instances. 

1896. 

Armaignac.    Mem.  bul.  soc.  med.  chir.  Bordeaux,  1896,  p.  416. 

On  three  occasions,  following  the  ingestion  of  30.  45,  and  60  grains  of 
antipyrin,  respectively,  a  girl  suffered  from  an  eruption  of  small,  slightly 
indurated  papules. 

Briquet.     A  propos  d'un  cas  exceptionnel   d'intolerance  pour  Tantipyrine.     J. 
med.  chir.  prat.,  Paris,  1896,  67:  929. 

Youth.  24  :  A  severe  pruritus  lasting  two  days  followed  the  ingestion  of 
15  grains  of  antipyrin.  Subsequently  a  similar  affection  followed  the  in- 
gestion of  7.5  grains. 

CouLON,   Ch.,   et  Verny,    G.     Un  cas  d'intolerance  antipvrinique.     Bull.   med. 
nord,  Lille,  1896,  35:  301. 

Youth,  23,  headache :  Four  hours  after  taking  15  grains  of  antipyrin  an 
eruption  of  reddish  spots  ai)peared  upon  the  body. 

Deschf:emaker.     Nouvel    exemple   d'urticaire    antipvrinique.     Bul.    med.    nord, 
Lille.  1896,  35:  562. 

Man,  59 :  The  ingestion  of  15  grains  of  antipyrin  was  followed  by  the  de- 
velopment of  an  urticarial  eruption  around  the  right  eye,  and  severe  head- 
ache. 

Galewski.     Arch.  Dermat.  Syph.,  Wien,  1896,  3-1::  105. 

The  ingestion  of  15  grains  of  antipyrin  was  followed  by  an  eruption  upon 
the  skin,  necrotic  patches  in  the  mouth  and  throat,  fever,  and  bleeding. 

Kuss,    reported    bv    Dalche.      Bul.    mem.    soc.    med.    hop.    Paris,    1896    (3.    s.), 
13:  707. 

Man,  34,  headache:  The  ingestion  of  antipyrin  was  followed  after  ten 
hours  by  an  intense  itching  with  redness  at  the  right  ala  of  the  nose,  on 
the  right  middle  finger,  and  the  scrotum,  followed  by  the  formation  of 
blisters. 
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Martin.     Mem.  et  bul.  soc.  med.  chir.  Bordeaux,  1896,  p.  416. 

The  ingestion  of  antipyrin  in  2.5  grain  doses  was  followed  by  a  general 
pemphigoid  eruption. 

Spietschka.  Discussion.  Verhandl.  deutsch.  dermat.  Gesell.,  1896,  p.  151. 
Wieu  and  Leipzig. 

Woman,  34 :  Took  from  15  to  22.5  grain  doses  of  antipyriu  for  years. 
At  present  4.5  grains  produce  urticaria  and  edema  of  the  face. 

Webber,  H.  W.    A  case  of  antipyrin  eruption.     Lancet,  London,  1896,  1:  1562. 
Woman,  53:  A  morbilliform  eruption  followed  the  ingestion  of  10-grain 
powders  of  antipyrin  twice  daily,  for  three  weeks. 

Clement,  V.     Des  accidents  dus  a  I'emploi  de  I'antipyrine.     Paris,  1897. 

Five  cases  in  which  an  eruption  upon  the  skin  followed  the  administra- 
tion of  antipyriu,  and  one  in  which  ingestion  of  the  drug  was  followed  by 
marked  prostration. 

Dransart.  De  I'antipyrinisme :  Cas  d'eczema  bulleux  generalise  consecutif 
a  une  faible  dose  d'antipyrine ;  deux  cas  de  contractures  musculaires.  Echo 
med.  uord,  Lille,  1897,  1:  144. 

(1)  Man,  40:  Two  grains  of  antipyrin  produced  a  general  bullous  eczema, 
lachrymation,  and  tlie  symptoms  of  coryza.  (2)  In  two  cases  the  adminis- 
tration of  7,5  to  15  grains  of  antipyrin  was  followed  by  rapid  contractions 
of  the  muscles  of  the  J^egs  and  arms. 

DuHOURCAU.     Accidents  dus  a  I'antipyrine.     Med.  mod.,  Paris,  1897,  8:  103. 

On  two  occasions  the  ingestion  of  antipyrin  produced  an  erythematous 
eruption  in  the  case  of  a  girl. 

Ehrmann,  S.  Die  lokalisirten  Erytheme  im  Allgemeiuen  und  die  lokali- 
sirten  Antipyrinerytheme  im  Besondern.  Wiener  med.  Wochenschr.,  1897, 
47:1697. 

Three  cases  in  which  antipyrin  caused  the  development  of  a  skin  erup- 
tion, in  one  of  which  it  produced  swelling  of  the  right  eyelid  and  itching 
and  enlargement  of  the  papillae  of  the  tongue. 

GoLDscHMiDT,  D.  Cas  d'intolerance  excessive  pour  I'antipvrine.  Bul.  gen. 
therap.   (etc.),  Paris,  1897,  132:  277. 

Young  woman,  headache:  Ingestion  of  a  dose  of  migrainine  was  fol- 
lowed by  itching  of  the  extremities,  lips,  and  eyelids.  On  the  next  day 
there  was  swelling  of  the  affected  parts  and  on  the  third  day  blisters  ap- 
peared upon  the  hands  and  feet. 

HuBER,  A.  Nebenwirkungen  von  Arzueiniitteln.  Cor.-Bl.  f.  schweiz.  Aerzte, 
1897,  27:  737. 

The  ingestion  of  migrainine  in  15-grain  doses  was  followed  by  severe 
cutaneous  symptoms  and  ulceration  with  the  formation  of  pseudo-mem- 
branes in  the  mouth. 

Leroux,  C.  Purpura  gen('M*alise,  stomatite  ]iomphygoTde  hemorrhagique, 
troubles  trophiques  des  ongles  consecutifs  fl  Tingi'stion  d'un  grannne  d'an- 
tipyrine.    J.  clin.  therap.  inf.,  Paris,  1S97,  ]).  6()(). 

AVoman,  32:  A  general  (K'niphygoid  eruj)tion  witn  the  formation  of  blis- 
ters in  the  luoiilh  and  trophic  disturbances  of  the  nails  followed  the  use  of 
antipyrin. 
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MiBELLi,  V.     Su  gli  eritemi  fissi  da  antipirina.     Gior.  ital.  mal.  ven.,  Milano, 
1897,  32:  575. 

RuYSSEN,  C.     Erytheme  rubeoliforme  du  a  Tantipyrine,     Echo  med.  nord,  Lille, 
1897,  1 :  359. 

Girl,  23,  tuberculosis :  A  single  dose  of  15  grains  of  antipyrin  daily  caused 
the  appearance  of  a  morbilliform  rash. 

ToNNEL  ET  Raviart.     Erythemes  bulleux  dus  a    Tingestion  d'antipyrine;    lenr 
pathogenic.     Echo  med.  nord,  Lille,  1897,  1:  18. 

Woman,  57 :  The  ingestion  of  15  grains  of  antipyrin  was  followed  on 
three  occasions  by  a  bullous  eruption. 

ViDAL,  A.     Intolerance  exceptionnelle  pour  TantiDyrine.     Gaz.  hebd.   sci.   med. 
Bordeaux,  1897,  18:  51. 

An  eruption  of  red  edematous  patches  followed  the  ingestion  of  between 
15  and  30  grains  of  antipyrin. 

189S. 

Apolant,  H.     Die  Antipyrinexantheme.     Arch.  Dermat.  Syph.,  Wien  and  Leip- 
zig, 1898,  46:  364. 

The  author  took  15  grains  of  antipyrin  for  headache.  After  ten  minutes 
there  appeared  erythema,  edema  of  the  eyelids,  and  itching  of  the  genitals. 
The  symptoms  recurred  when  the  dose  was  repeated. 

Blaschko.     See  Lesser,  1898. 

Five  cases  in  which  the  ill  effects  following  the  ingestion  of  antipyrin 
were  exhibited  by  the  skin  or  mucous  membranes. 

Brongniart,  G.     Sur  un  cas  de  roseole  medicamenteuse  due  a  I'antipyrine  prise 
par  la  voie  gastrique.     Echo  med.  nord.  Lille,  1898,  2:  404. 

A  dose  of  15  grains  of  antipyrin  daily  caused  the  appearance  of  a 
morbilliform  eruption  on  the  eighth  day. 

Bruck.     See  Lesser,  1898. 

A  patch  the  size  of  a  half  dollar  appeared  on  the  right  side  of  the 
abdomen  each  time  the  patient  took  antipyrin. 

Gebert.     See  Lesser,  1898. 

Two  cases  in  which  herpes  progenitalis  followed  the  ingestion  of  an- 
tipyrin. 

Lesser.     Ueber  Antipyrin-Exantheme.     Dermat.  Zts.,  Berlin,  1898,  5:  243. 

Two  cases  in  which  the  use  of  antipyrin  was  follow^ed  by  skin  symptoms. 
In  one  they  consisted  of  erythematous  papules,  and  in  the  other  of  an  oval 
brown  spot  on  the  abdomen. 

SiBUT,  L.     Eruption  antipyrinique.     Bui.  soc.  franc,  dermat.  syph.,  Paris,  1898, 
9:  188. 

Antipyrin  hi  15-grain  doses  caused  the  appearance  of  an  eruption  upon 
the  skin. 

Wechselmann,  W.     Ueber  Antipyrinexanthem.     Deutsche  nied.   Wochenschr., 
Leipzig  and  Berlin,  1898,  24:  335. 

Five  cases  in  which  the  ingestion  of  antipyrin  was  followed  by  mani- 
festations on  the  part  of  the  skin. 
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1899. 

d'Aulnay,  G.  R.     Intoxication  par  la  mi^rainine.     Bnl.  gen.  de  therap.    [etc.] 
Paris,  1899,  137:  857. 

The  ingestion  of  7.5  grains  of  migrainine  was  followed  bj'  pain  in  the 
stomacli,  urticaria,  diarrhea  ,with  tenesmus,  burning  on  micturition,  rapid 
pulse,  and  accelerated  respiration. 

1901. 

Troisfontaines.    p.      Eruption    pemphigoide    antipvrinique.      Belgique    med., 
Gaud.  Haarlem,  1901,  8   (2)  :  1. 

Man,  38,  headache:  Two  15-grain  doses  of  antipyrin  with  a  two-hour 
interval  were  followed  by  vomiting  and  diarrhea,  and  the  appearance  of 
an  itching  scarlatiniform  eruption. 

1902. 

Bernard,  J.     i*ccidents  consecutifs  a  Tabsorption  d'antipyrine.     Gaz.  med.  Pi- 
cardie,  Amiens,  1902,  20:  407. 

A  nervous  patient,  35  years  of  age,  took  10  grains  of  antipyrin  and  3.75 
grains  of  hydrobromate  of  quinine.  Purpuric  spots  appeared  ui)on  the 
palm,  sole,  and  fingers,  followed  by  desquamation.  There  was  also  redness 
of  the  urethra  and  glans,  with  discharge. 

Cardoso,  A.     Um  casa  de  idiosyncrasia  para  a  antipyrina.     Med.  mod.,  I'orto, 
1902,  9:  250. 

Crouzel,  E.     Sur  un  case  d'idiosyncrasie.     J.  med.  Bordeaux,  1902,  32:  794. 

Every  time  that  the  author  took  antipyrin,  3.75  grains,  there  appeared 
on  the  dorsum  of  the  left  hand  a  red  erythematous  patch,  i)ainful  on 
pressure. 

1903. 

Claverie.       Eruption,     erythemato-bulleuse     due     a     I'antipvrine.     Rev.     med. 
I'Afrique  du  nord,  Alger,  1903,  6 :  2228. 

Man.  72,  headache:  Six  hours  after  the  ingestion  of  15  grains  of  anti- 
pyrin erythematous  spots  appeared  all  over  the  body,  with  the  subse(pient 
development  of  vesicles  and  bulhe. 

Danlos.      Eruption   a    type   d'erytheme   polymorphe   produite   pur    rantipyiMne. 
Bui.  soc.  franc;,  dermat.  syph.,  Paris,  1903.  14:  233. 

On  two  occasions  the  ingestion  of  antipyrin  was  followtnl  by  nervousness, 
insomnia,  a  skin  eruption,  and  the  development  of  blisters  in  the  mouth 
and  upon  the  genitals. 

Darier.     Ai)ti]tyrini(l('S.     Rev.   internal,    nu'd.   chir..   Paris,   lOO;;.    11:  .".('.L'. 

A  bullous  eruption  upon  the  dorsum  of  tlu*  hands,  and  vesicles  upon  the 
auricle  and  knee  followed  the  use  of  antipyrin. 

Nagatomi,    J.      (Antipyrin    e.xantliemata.)      Chingai     T.ji    Shinpo,    Tokio,    1903, 
p.  515. 

Roux.     Un    cas    (rintoxication    par    I'antipvrine.     Poitou    inrd..    lN>iti(>rs.    I'.xi.",. 
18:  18. 

^^■()nlan,  ."t,  lieadaclie:  'I'wo  7.r)-gi-ain  ixtwdcrs  of  anlip\rin  were  followi'd 
by  (lyspn(>a,  and  gi'cat  redness  and  s\v<>iling  of  the  skin  of  the  face  and  body. 

Snisiiino.    S.      (Antipvrin    exanthemata.)      Chingai     IJi     Shinpo,    Tokio.     I'.^o.".. 
J..  217. 
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1904. 

Behaegel.     Ervtheme  pigmente  fixe  dfi  a  rantipyriue.     J.  med.  Bruxelles,  1904, 
9:  420. 

An  eruption  of  reddish-brown  spots  followed  each  dose  of  22.5  grains  of 
antipyrin. 

Dubois-Havenith.     Erytheme  pigmente   fixe   dQ    a   I'administration    de   I'anti- 
pyrine.     Presse  med.  beige,  Bruxelles,  1904.  56:  731. 

An  erythematous  eruption  followed  the  ingestion  of  22.-5  grains  of  anti- 
pyrin. 

LowY,  K.     reber  zwei  Falle  von  Antipvrin-Exanthem.     Arch.   Dermat.   Svph., 
Wien,  1904,  68:  167. 

(1)  The  ingestion  of  a  teaspoonful  of  headache  powder  was  followed  by 
general  pruritus,  an  eruption  upon  the  skin,  and  marked  depression.  (2)  A 
dose  of  15  grains  of  antipyrin  was  followed  by  a  morbilliform  eruption  and 
great  swelling  of  the  face. 

Malherbe,  H.     Verge  noire  par  eruption  antipvrinique.     J.  mal.  cutan.  svph., 
Paris,  1904,  16:  499. 

The  ingestion  of  22.5  grains  of  antipyrin  was  followed  by  an  almost  black 
discoloration  of  the  genital  organs,  which  was  slow  in  disappearing. 

IQOo. 

BEiJNiNG.     Zur    Pathogenese    der    Antipvrinexantheme.     Charite-Ann.,    Berlin, 
1905,  29 :  787. 

Each  time  the  patient  took  antipyrin  he  suffered  from  ulceration  of  the 
mucous  membrane  of  the  mouth  and  a  vesicular  eruption  upon  the  body, 
including  the  genital  organs. 

Yamada.    K.      Xoch    einmal    liber    die    Antipyrinexanthema.      (Ausz.,    fac.    4.) 
Hifubyog.       Kiu  Hiniokibyog.     Zasshi.  Tokyo,  1905,  5:  423. 

1906. 

Degle,  H.     Eine  eigenttimliche  Form  einer  toxischen  Dermatose  nach  Antipy- 
ringeb ranch.     Wien.  med.  Presse,  1906,  17:  2154. 

The  ingestion  of  15  grains  of  antipyrin  twice  daily  was  followed  by  the 
appearance  of  an  eruption  resembling  miliaria  rubra. 

1907. 

Gilles.    Intoxication  par  I'antipvriue  chez  une  accouchee.    Toulouse  med.,  1907 
(2  s.),  9:  26. 

A  dose  of  7.5  grains  of  antipyrin  was  followed  by  the  api)earance  of  an 
erythematous  eruption.  On  the  next  day  there  was  edema  of  the  lower 
extremities  and  profuse  diarrhea. 

CASES   OF   COLLAPSE. 

In  the  following  instances  collajijse  formed  the  most  prominent 
feature  of  the  clinical  history.  The  symptoms  exhibited  were  in 
most  cases  the  usual  ones  of  pallor  of  the  skin,  coldness  of  the  ex- 
tremities, cold  ptrspiration.  rapid  and  feeble  pulse,  and  an  anxious 
and  pinched  expression,  the  severity  of  the  symptoms  depending  on 
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the  intensity  of  the  j^oisoning.  In  many  of  the  cases  the  skin,  diges- 
tive tract,  or  other  parts  of  the  body  presented  abnormal  symptoms 
in  addition  to  those  of  collapse.  Cyanosis,  ho\yever,  appeared  in  only 
a  very  few  instances. 

1884. 

HucHARD.    Nouveanx  faits  relatifs  a  Taction  physiologiqne  et  therapeutiqiie  de 
Tantipyrine.     Bnl.  mem.  soc.  tberap.,  Paris,  1884   (2  s.),  11:20.5. 

Child,  7,  typhoid:   Collapse  followed  the  ingestion  of  12  grains  of  anti 
pyrin.     The  case  resembled  one  of  carbolic-acid  poisoning. 

Israel.  E.     Om  Antipyrinet.     Hosp.-Tid.,  Kjobenhavn,  1884  (3  s.),  2:  1129. 
Boy,  13,  typhoid:  Collapse  followed  the  ingestion  of  antipyrin. 

May,  F.     Antipvrin,  das  neueste  Antipyreticnm.     Deutsche  med.  Wochenschr, 
1884,  10:  390. 

Man,  25,  pneumonia  :  One-half  drachm  of  antipyrin  at  7  and  8  p.  m.,  and 
15  grains  at  9  p.  m.  were  followed  by  severe  collapse. 

1885. 

Blore.     Death  after  the  use  of  antipyrin ;  necropsy.     Lancet,  London,  1885,  1 : 
382. 

Woman,  35:  At  3  p.  m.,  her  temperature  being  103°  and  pulse  132  and 
feeble,  she  was  given  35  grains  of  antipyrin,  and  three  hours  later  one- 
half  of  this  quantity.  By  11  p.  m.  her  temperature  was  normal.  She 
passed  a  restless  night,  with  diarrhea  and  vomiting,  fell  into  a  condition 
of  collapse,  and  died  thirty-two  hours  after  taking  the  antipyrin. 

BoLDT,  see  Draper,  W.  H.    Med.  Rec,  New  York,  1885,  2  7 :  414. 

In  2  cases  of  puerperal  septicemia  the  ingestion  of  1  drachm  of  anti- 
pyrin was  followed  by  prostration  and  semicoma.  The  symptoms  resem- 
bled those  of  carbolic-acid  poisoning. 

CossMANN.     Collaps  nach  Antipyrin.     Prakt.  Arzt,  AVetzlar,  1885,  26:  106. 

Girl,  19,  typhoid :  Collapse  followed  the  ingestion  of  1  drachm  of  anti- 
pyrin in  2  doses,  with  a  two-hour  interval. 

Favre,    C.     De    I'antipyrine    dans    la    fievre    hectique    des    tuberculeux.     Lvon, 

1885. 

Pulmonary  tuberculosis.  A  dose  of  22.5  grains  of  antii)yriu  was  followed 
by  nausea,  chills,  and  coldness  of  the  lower  extremities.  Later,  a  drachm 
administered  within  five  hours  produced  a  tendency  to  collapse. 

GoTZE.      Einige   Bemerkungen    iiber   die    Wirkuni;    des   Antipvrin.      Berl.    klin. 
AVochenschr.,  1885,  22:  145. 

(1)  Five  hours  after  taking  1.2.")  drachms  of  antipyrin  in  3  doses  the 
temi)erature  fell  to  9G.G°,  with  cyanosis  and  symptoms  of  collapse.  A 
similar  result  followed  the  ingestion"  of  1  drachm,  and  later  0.7.5  of  a 
drachm.  (2)  Boy,  14:  The  ingestion  of  .37.5  grains  of  antipyrin  in  3  doses 
was  followed  by  symptoms  of  collapse  and  a  fall  in  the  temperature  of  9°. 

HuMBERT-MoLLti:RE.     Discusslou  of  paper  by  Kollel.     Lyon  m^d.  1885,  4?):  472. 
('ollai)se  followed  the  ingestion  of  antipyrin  in  the  case  of  an  old  tuber- 
culous woman. 
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Jaccoud.  Siir  ]es  effets  juititbermiques  de  la  thai  line.  Bui.  acad.  med.,  Paris, 
18S5    (2.  s.),   14:  1443. 

Phthisis:  (1)  Ingestion  of  0.5  drachm  of  antipyrin  daily  caused,  on  the 
third  day,  a  fall  of  9°  in  the  patient's  temperature  within  three  hours. 
(2)  Serious  collapse  followed  the  ingestion  of  7.5  grains. 

Mason,  A.  L.  Typhoid  fever  at  the  Boston  city  hospital  in  1S84-1SS5 ;  with 
remarks  on  the  use  of  autipyrine.  Boston  Med.  and  Surg.  J.,  1SS5,  113: 
535. 

Out  of  100  typhoid-fever  patients  treated  with  antipyrin,  6  showed 
symptoms  of  collapse  within  an  hour  after  the  ingestion  of  20  or  30  grains 
of  the  drug. 

ScHULLER,   G.     Collaps  nach  Antipyrin.     Prakt.  Arzt,   Wetzlar,  1SS5,   26:  145. 
Youth,  21,  typhoid :   Severe  collapse  followed  the  use  of  antipyrin. 

ScHULz,  R.  Behandlung  des  Typhus  abdominalis  mit  Antipyrin.  Deutsche 
med.  Wochenschr.,  Berlin,  1SS5,  11 :  333. 

The  ingestion  of  1  drachm  of  antipyrin  in  2  doses  was  followed  by  symp- 
toms of  collapse. 

Strauss.     Zur  Wirkung  des  Antipyrins.     Berl.  klin.  Wochenschr.,  1885,  22 :  562. 
Typhoid :  The  ingestion  of  1.25  drachms  of  antipyrin  in  3  doses  was  fol- 
lowed by  collapse. 

1886. 

SucHARD.  Soc.  vaudoise  de  med.,  Oct.  10,  1SS5,  Rev.  med.  de  la  Suisse  rom., 
Geneve,  1886,  6:56. 

Phthisis :  Collapse,  followed  by  death,  resulted  from  the  ingestion  of 
about  12  grains  of  antipyrin  during  the  night. 

BuNGEROTH.  Beobachtuugeu  iiber  das  Antipyrin  bei  infectiosen  Erkrankun- 
geu  der  Kinder.     Charite-Aun.,  Berlin,  1886,  11:599. 

(1)  In  22  cases  of  typhoid  fever  in  children  mild  collapse  followed  the 
administration  of  antipyrin  in  3  cases ;  severe  collapse  in  3  cases ;  dan- 
gerous cardiac  weakness  in  2  cases;  and  a  rubeola-like  eruption  in  1  case. 

Demieville.  Soc.  vaudoise  de  med.,  Oct.  10,  1885.  Rev.  med.  de  la  Suisse 
rom.,   Geneve,   1886,   6:   56. 

Serious  collapse,  with  coma  lasting  three  days,  followed  the  ingestion  of 
45  grains  of  antipyrin  in  2  doses  within  two  hours. 

Graham,  W.  Unpleasant  effects  of  autipvriu.  Canada  Lancet,  Toronto,  1885- 
1SS6,  18:  138. 

Twelve  grains  of  antipyrin  taken  every  three  hours  produced  severe  col- 
lapse and  an  eruption  of  purpuric  macuhTS  upon  the  back. 

PosADSKY,  S.  Antipyrin  bei  crui)()ser  Pneumonie.  Deutsche  med.  Wochenschr., 
Berlin,  1886,  12:  636. 

Lobar  pneumonia  :  In  5  cases  out  of  25  collapse  followed  the  ingestion  of 
a  few  doses  of  antipyrin.    In  2  eases  there  was  also  an  erythema. 

Reihlen.  M.  Ueber  Antipyrin.  Deutsches  Arch.  klin.  Med.,  Leipzig,  1SS5-6, 
38 :  534. 

Two  cases  of  collapse  in  89  cases  treated  with  antipyrin ;  1  in  tubercular 
meningitis,  the  other  in  gangrene  of.  the  lung. 

82319— Bull.  126—09 5 
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Welch,  W.  M.    Clinical  note  on  the  use  of  antipyrin.    Med.  News,  Philadelphia, 

1886,  48 :  10. 

A  single  dose  of  10  grains  of  antipyrin  administered  in  typhoid  fever 
produced  symptoms  of  collapse. 

1S87'. 

Bernoulli,  D.     Zur  Kenntniss  der  Nebenwirkungen  des  Antipyrin.     Cor.-Bl.  f. 
schweiz.  Aerzte,  Basel,  1887,   17:  357. 

Woman,  52,  rheumatism  :  A  dose  of  15  grains  of  antipyrin  was  followed 
by  mild  collapse  and  vomiting.  A  month  later  a  similar  dose  produced 
vomiting,  cyanosis  of  lips,  dyspnea,  and  a  scarlatiniform  eruption. 

Brooks,  L.  J.    Clinical  value  of  antipyretics.    Med.  Times,  Philadelphia,  1886-87, 
17:  794. 

(1)  Boy,  9:  The  ingestion  of  10  grains  of  antipyrin  was  followed  by 
cyanosis  and  symptoms  of  collapse.  (2)  Symptoms  of  collapse  followed  the 
ingestion  of  two  10-grain  doses  of  the  drug.  (3)  A  morbilliform  eruption 
appeared  after  the  use  of  antipyrin. 

Cheron,   p.     Contribution   a   Tetude  du   danger   de   I'antipyrine.     Union   med., 
Paris,  1887  (3.  s.),  43:  907. 

Typhoid :  Collapse  followed  the  ingestion  of  15  grains  of  antipyrin  in 
two  doses  with  an  interval  of  five  hours. 

Hays,  (i.  D.     A  caution  as  to  the  use  of  antipyrin.     New  York  Med.  J.,  1887, 
45:  100. 

Three  cases  of  collapse  following  the  ingestion  of  antipyrin.  One  was 
a  case  of  acute  rheumatism,  and  the  other  two  of  typhoid  fever. 

Henderson,  R.  B.     Two  cases  of  poisoning  from  antipvrine  and  nux  vomica. 
Med.  Rec,  New  York,  1887,  31:  95. 

Report  of  two  cases  of  poisoning,  in  which  both  antii>yrin  and  nux  vomica 
were  administered.  Both  were  characterized  by  prostration,  and  in  one 
death  resulted. 

Note  on  collapse  following  antipyrin.     Indian  Med.  J.,  Lahore,  1887    (n.   s.), 
1 :  273. 

The  ingestion  of  10  grains  of  antipyrin  by  a  soldier  to  reduce  temperature 
was  followed  by  cyanosis  and  collapse. 

JACOBY,  G.  W.     Med.  Rec,  New  York,  1887,  32 :  581. 

Author  had  seen  collapse  follow  a  dose  of  20  grains  of  antipyrin. 

LuTAUu.     Contribution  a  I'etude  des  dangers  de  I'antipyrine.     J.  med.,  Paris, 

1887,  12:  825. 

The  ingestion  of  15  grains  of  antipyrin  in  two  dosos.  with  a  three-hour 
interval,  was  followed  by  collapse. 

Mendel.     Die     Anwendung    des     Antipyrin     ho\     Xorvenkr.inkhoiton.     Therap. 
Monatsh.,  Berlin.  1887,  1:  259. 

Author  had  observed  collapse  following  (lu^  ingestion  of  antipyrin  in 
two  cases. 

Wkili.,  K.,  and  Ciiabannks.     ()l)s<M-vatlon  de  fievre  typhoYdi^  traitee  par  I'anti- 
pyrine  et  terminee  par  la  niort.     T>yon  med..  1887,  5(J:   ILM;. 

Typhoid:  The  ingestion  of  9.5  drachms  of  antipyrin  was  followed  by 
a  rehipse.  during  which  the  patient  nM-nived  6.25  drachms  in  seven  days. 
This   was   followed   by    collapse  and   (h^nth. 
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Wilson,  J.  C.     Note  on  antipyrin  in  tbe  tretituient  of  sciatica.     Med.  Times, 
Philadelphia,  1887-88,  18:  48. 

Alarming  prostration  followed  the  administration  of  5  grains  of  anti- 
pyrin to  a  very  fat  woman  with  weak  heart  walls. 

188S. 

BiNET,  P.     Soc.  med.  de  Geneve.     5  Sept.,  1888.     Rev.  med.  de  la  Suisse  rom., 
Geneve,  1888,  8:  635. 

Author  cites  a  case  in  which  a  dose  of  7.5  grains  of  antipyrin  was  fol- 
lowed by  swelling  of  the  eyelids,  an  itching  eruption,  nausea,  vertigo,  pre- 
cordial pain,  and  loss  of  consciousness. 

D'EsPiNE,  cited  by  Cordet  in  discussion  of  paper  on  "  Des  accidents  produits  par 
I'antipyrine."     Rev.  gen.  clin.  therap.,  Paris,  1888,  2 :  709. 

Author  states  that  he  had  seen  collapse  in  children  with  pneumonia 
follow  the  ingestion  of  even  small  doses  of  antipyrin. 

Drasche.     Ueber  die  Nebenwirkungen  des  Antipyrins.     Wien.   klin.     Wochen- 
schr.,  1888,  1:  571. 

Typhoid:  An  enema  containing  0.5  drachm  of  antipyrin  was  followed  by 
a  copious  hemorrhagic  exanthem  and  collapse,  which  ended  fatally. 

Haffter,  E.     Cor.-Bl.  f.  schweiz.  Aertze,  Basel,  1888,  18:  743. 

Man,  63,  pneumonia  :  Fatal  collapse  occurred  one  hour  after  the  inges- 
tion of  15  grains  of  antipyrin. 

MoLLiERE,  H.,  cited  by  Peter  in  "  Les  traitements  de  tvphoi'diques."     Bui.  med., 
Paris,  1888,  2:  551. 

(1)  Typhoid  patient,  52  years  of  age,  after  taking  antipyrin  for  fifteen 
days,  died  of  cachectic  purpurea  and  debility  induced  by  the  drug.  (2)  In- 
gestion of  antipyrin  by  a  typhoid-fever  patient  26  years  old  caused  uremic 
convulsions,  which  ended  fatally. 

LoEBL,  J.  M.     Erfahruugen  iiber  Antipyrin.     Wien.  med.  Presse,  1888,  29 :  121. 
Child,  6,  typhoid :  Ingestion  of  four  doses  of  antipyrin,  3.25  grains  each, 
was  followed  by  cyanosis  and  symptoms  of  collapse. 

MtJLLER,     H.     Feber    toxische     Nebenwirkungen     des     Antipyrin.     Cor.-Bl.     f. 
Schweiz.  Aerzte,  Basel,  1888,  18:  681. 

Girl,  10,  acute  articular  rheumatism :  Each  dose  of  11  grains  of  anti- 
pyrin was  followed  by  nausea,  dizziness,  itching,  and  a  tendency  to  col- 
lapse. 

Payne.     Discussion  of  paper  by  R.  H.  Lewis.     North  Carolina  Med.  J.,  Wil- 
mington, 1888,  21:  297. 

Ingestion  of  8  grains  of  antipyrin  was  followed  by  collapse. 

Rapin.  E.     Accidents  dus  a  I'antipvrine.     Rev.  med.  de  la  Suisse  rom.,  Geneve, 

1888,  "8 :  687. 

Woman,  28,  sciatica  :  The  ingestion  of  1-grain  doses  of  antipyrin  for  six 
days  was  followed  by  cyanosis,  symptoms  of  collapse,  and  the  appearance 
of  an  itching  eruption. 

Rousseau.      Des   accidents   causes   par    Tantipyrine.      Rev.    gen.    clin.    therap., 
Paris,  1888,  2:  515. 

The  ingestion  of  7.5  grains  of  antipyrin  was  followed  by  Itching  of  the 
face,  swelling  of  the  eyelids,  and  symptoms  of  collapse. 
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Sykes.     Discussion  of  paper  by   R.   H.   Lewis.     North   Carolina   Med.   J..   AYil- 
mingtoD,  188S.  21:  297. 

(1)  Two  closes  of  10  grains  each  of  antipyrin  caused -collapse  and  death 
in  a  girl  of  10.      (2)   Typhoid  :  Ten  grains  of  antipyrin  caused  coma  and 

collapse. 

ISSO. 

Cromp.ie.  A.     The  comparative  value  of  antipyrin.  antifebrin,  and  phenaeetin  as 
antipyretics.     Practitioner,  London,  1889,  43:  270. 

A  case  in  which  collapse  followed  the  ingestion  of  antipyrin. 

V.     KoGERER.       AntipyrinbehandUuiir     des     hektischen     Fiebers.     Wien.     klin. 
Wochenschr.,  1S89,  2:  778;  802. 

Out  of  100  cases  of  phthisis  in  which  antipyrin  was  given,  erythema  was 
noted  in  2  instances  and  collapse  in  1.  The  administration  of  antipyrin  to 
the  same  patient  on  two  occasions  was  followed  by  collapse. 

PuRDON.  C.  S.     Intolerance  of  antipyrin.     Brit.  Med.  J.,  Loudon,  1889,  1 :  1345. 
Man,  50,   sciatica  :  A  5-grain  dose  of  antipyrin  was  followed  by  severe 
nervous  symptoms,  cyanosis,  and  collapse. 

WiNGRAVE,  T.     Ill  effects  of  antipyrin.     Lancet,  London.  1889,  2:  313. 

Woman,  21 :  A  dose  of  10  grains  of  antipyrin  was  followed  by  dyspnea, 

loss  of  power  on  the  left  side,  the  appearance  of  an  eruption,  and  symptoms 

of  collapse. 

1890. 

ScHWADE.    .Fall  von  akuter  Antipvrinversiftung.     Deutsche  Med.-Zts:..   Berlin, 
1890,  11:  501. 

Woman,  22,  neuralgia  :  A  dose  of  15  grains  of  antipyrin  was  followed 
by  dyspnea,  complete  blindness  lasting  thirty  minutes,  and  symptoms  of 
collapse. 

Spitzer.    F.     Selbstmordversuch   mit  Antipvrin.     Centrbl.    ges.   Therap..    Wien, 
1890,  8:  134. 

The  ingestion  of  2  drachms  of  antipyrin  within  an  hour  was  followed  by 
swelling  of  the  face  and  eyelids  and  symptoms  of  collapse. 

1891. 

Watkins.  li.  L.    A  case  of  antipvrine  poisonins.     New  York  Med.  J..  ISiH.  51^: 
314. 

Woman,  30:  A  dose  of  about  20  grains  of  antipyrin  was  followed  by 
symptoms  of  cyanosis,  collapse,  and  an  eruption  of  white  blotches.  Tlie 
after  effects  lasted  two  months,  during  which  time  she  suffered  from  weak- 
ness,   palpitation    of   the    heart,    and    an    occasional    reappearance^    of    the 

eruption. 

1B92. 

GuTTMANN,  P.     T'eber  einen  Fall  von  Antipyrin-\'ergift»ing.     Therap..  Monatsh., 
Berlin,  1892.  6:  500. 

The  ingestion  of  2.5  drachms  of  antipyrin,  in  15  doses,  twice  daily,  was 
followed  l)y  transient  blindness,  the  ai)i)earance  of  an  eruption,  and  symp- 
toms of  collapse. 

1893. 

Krysinski,    St.      Przypadek    otrucia    antyjtirynn.      (laz.    Ick.,    Wars/.awa,    1K«>3 
(2  s.),  13:  103L  '  (Abs.  Sajous,  1895,  5:  A-33.) 

(',']]•].  20:    Ingestion  of  M  grains  of  antipyrin  was  followed  l>y  symi)ton)s 

of  collaiise. 
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Paterson,  D.  R.    The  untoward  effects  of  aiitipyriii,  acetaiiilide,  and  plienaeetin. 
Practitioner,  Loudon,  1893,  51:  241. 

Several  cases  of  antipyrin  poisoning  in  wliicli  the  symptoms  were  mainly 
those  of  cyanosis  and  collapse. 

TuRNBULL,  L.  A.     Case  of  collapse  caused  by  antipyrin.     Memphis  Med.  Month., 
1893,  13:  313. 

(1)  Man,  52,  acute  articular  rheumatism:  After  the  second  dose  of  10 
grains  of  antipyrin  the  patient  became  unconscious  and  passed  into  a 
state  of  collapse.  (2)  Woman:  A  dose  of  10  grains  of  antipyrin  was  fol- 
lowed by  symptoms  of  collapse. 

1S94. 

Melville,  S.     Domestic  drugging;  a  case  of  antipyrin  poisoning.     Lancet,  Lon- 
don, 1894,  2:  1515. 

Ingestion  of  30  grains  of  antipyrin  within  a  few  hours  by  a  young  woman 
was  followed  by  collapse. 

1S9G. 

Hayes.  H.  W.  McC.     A  case  of  poisoning  by  antipyrin.     Brit.  Med.  J.,  London, 

1896,  1:  269. 

Following  the  ingestion  of  10  grains  of  antipyrin,  the  patient  became 
C3'anosed  and  passed  into  a  condition  of  collapse. 

1897. 

EiSEX^fAXN.  A.     Ein  Fall  von  Antipyrinvergiftung.     Therap.  Monatsh.,  Berlin, 

1897,  11:  233. 

Youth,  20.  headache :  Ingestion  of  7.5  grains  of  antipyrin  was  followed  by 
dyspnea,  a  scarlatiniform  eruption,  cyanosis,  and  symptoms  of  collapse. 

Newton,  D.  G.     Notes  on  two  cases  of  poisonins:  from  antipyrin.     Quart.  Med. 
J.,  Sheffield,  1897-98.  6:  133. 

(1)  Man,  32:  Took  10  grains  of  antipyrin  for  headache.  Within  two 
minutes  he  was  seized  with  alarming  symptoms — a  feeling  of  suffocation, 
swelling  of  the  face  so  that  the  eyes  were  closed,  lachrymation,  and  dyspnea. 
The  tongue  was  much  swollen  and  the  speech  thick.  There  was  no  eruption. 
He  was  at  work  the  next  day  with  a  slight  swelling  of  the  face.  He  had 
previously  suffered  from  a  similar  attack,  probably  caused,  as  in  this 
instance,  by  antipyrin.  (2)  Woman,  54:  Ten  grains  of  antipyrin  caused 
temporary  blindness,  unconsciousness,  convulsions,  and  symptoms  of  col- 
lapse. 

CASES   OF   PROSTRATION. 

Under  this  heading  are  grouped  the  cases  in  which  the  systemic 
depression  was  very  marked,  but  the  sj^mptoms  v^ere  hardly  severe 
enough  to  v^arrant  chissifying  them  under  the  term  ''  coUapse.'' 

iss-t. 

TiLMAX,  O.     Antipyrin  das  neueste  Antipyreticum.     Berlin,  1884. 

In  two  cases,  one  of  phthisis  and  the  other  of  typhoid  fever,  the  adminis- 
tration of  antipyrin  was  followed  by  symptoms  of  marked  depression. 
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ISSo. 

Babie,  E.  Note  sur  la  valenr  comparative  de  I'antipyrine  et  du  sulfate  de 
quinine,  dans  le  traitement  de  la  fievre  typhoTde.  France  med.,  Paris,  1885, 
2:  1727. 

Two  cases  of  typhoid  fever  ih  which  the  administration  of  antipyriu  was 
followed  by  mild  symptoms  of  collapse. 

Fedeli,  C.  Di  alcnni  fenomeni  susseguiti  all'  uso  deH'antipiriua  in  un  caso  di 
febbre  etica.     Raccoglitore  Med.,  Forli,  1885   (s.  4),  24:  414, 

Following  the  ingestion  of  antipyrin  the  patient's  temperature  rose  to 
106.6°,  accompanied  by  chills  and  syncope. 

1886. 

Johnson,  R.  Clinical  observations  on  the  action  of  antipyrin  and  thallin. 
Lancet,  London,  1886,  2:  388. 

(1)  Phthisis:  Marked  prostration  followed  the  ingestion  of  antipyrin  in 
three  doses  of  10,  20,  and  20  grains,  respectively.  (2)  Three  15-grain 
doses  at  intervals  of  one  hour  caused  similar  symptoms  in  a  boy,  with 
the  addition  of  a  scarlatiuiform  eruption. 

1887. 

GuTTMANN,  P.  Zwei  Beobachtungen  liber  Xebenwirkungen  des  Antipyrin. 
Therap.  Monatsh.  Berlin,  1887,  1:  214. 

Report  of  two  cases  of  antipyrin  poisoning,  one  characterized  by  cyanosis 
and  marked  prostration,  and  the  other  by  an  itching  eruption. 

Seifert,  O.  Ueber  Antipyrin  als  Xervinum.  Centrbl.  klin.  Med.,  Leipzig, 
1887,  8:  649. 

(1)  Ingestion  of  15  grains  of  antipyrin  was  followed  by  pains  in  the 
extremities,  dizziness,  and  headache.  (2)  A  dose  of  15  grains  of  antipyrin 
given  at  7  p.  m.  was  followed  by  a  severe  buzzing  in  the  ears,  which 
prevented  sleep  for  several  hours. 

Weir,  A.  H.     Dangers  of  antipyrin,     Med.  News,  Philadelphia,  1887,  51 :  166. 

A  dose  of  7  grains  of  antipyrin  was  followed  in  five  minutes  by  roaring 
in  the  ears,  lachrymation,  a  burning  sensation  about  the  neck  and  face, 
precordial  distress,  and  dyspnea.  On  another  occasion  7  grains,  and  later, 
3.5  grains,  produced  a  similar  train  of  symptoms. 

1888. 
Mayor,  A.     Abs.,  Brit.  Med.  J.,  London,  1888,  2:  787. 

Author  states  that  he  had  repeatedly  observed  instances  in  which  serious 
toxic  symptoms  followed  the  ingestion  of  antipyrin  in  doses  as  small  as 
7.5  grains. 

MoNoi),  L.  Accidents  determines  par  I'absorption  d'une  faible  dose  d'antipyrine. 
Tribune  med.,  Paris,  1888,  20:  113. 

A  dose  of  7.5  grains  of  antipyrin  was  followed  by  symptoms  of  coryza, 
dyspnea,  aphonia,  swelling  of  the  eyelids,  lachrymation,  and  general  weak- 
ness, without  fever  or  eruption. 

1880. 

Bergefi,  IL  T'eber  einen  Fall  von  Antipvrinintoxikation.  Therap.  Monatsh., 
Berlin,  1880,  3:  185. 

Ingestion  of  ]5  grains  of  antipyrin  by  a  itatient  22  years  of  age  was  fol- 
lowed by  dyspnea,  palpitation,  swelling  of  the  face,  profuse  salivation, 
increased  secretion  of  tears,  and  ix'rspiration,  and  a  fe(>ling  of  paralysis 
which  lasted  for  several  days. 
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B.,  H.     The  danger  of  antipyrin.     Med.  Rec,  New  York,  1889,  36:  431. 

Woman,  facial  neuralgia :  Thirty  grains  of  antipyrin  in  three  equal 
doses,  six  hours  apart,  caused  marked  prostration  and  convulsions. 

Feeny,  M.  H.  Remarkable  action  of  antipyrin  in  renal  disease.  Lancet,  Lon- 
don, 1899,  2;  431. 

Two  cases  of  renal  disease  in  which  antipyrin  in  3-grain  doses  caused 
increased  irregularity  of  heart  and  syncope. 

Hahn,  F.  Ein  Fall  von  Antipyrinexantheni.  Centrbl.  klin.  Med.,  Leipzig,  1889, 
10:  849. 

Ingestion  of  0.5  drachm  of  antipyrin  was  followed  by  dysphagia,  cyanosis, 
and  swelling  of  the  lips.    Erythema  developed  the  next  day. 

HucHARD,  H.  Contre-indications  de  I'antipyrine  pendant  la  periode  menstruelle. 
Rev.  gen.  clin.  therap.,  Paris,  1889,  3:  52. 

Administration  of  15  grains  of  antipyrin  was  followed  by  cyanosis  and 
symptoms  of  depression. 

NoRTHRUP,  W.  P.  A  case  of  antipyrin  poisoning.  Med.  News,  Philadelphia, 
1889,  54:  461. 

The  administration  of  15  grains  of  antipyrin  to  a  hysterical  woman 
caused  sneezing,  vomiting,  diarrhea,  and  marked  prostration ;  5  grains 
caused  sneezing,  dyspnea,  and  an  urticarial  eruption. 

1890. 

Mitchell,  cited  by  Falk,  E.  Ueber  Nebenwirkuugen  und  Intoxicationen  bei 
der  Anwendung  neuerer  Arzneimittel.  Therap,  Monatsh.,  Berlin,  1890, 
4:  97. 

The  ingestion  of  1  drachm  of  antipyrin  in  three  doses  at  hourly  intervals 
was  followed  by  persistent  vomiting  and  marked  prostration. 

Young,  E,  W.     Poisoning  with  antipyrin,     Med.  Rec,  New  York,  1890,  37:  409. 
Man,  43 :  A  dose  of  6  grains  of  antipyrin  with  a  teaspoonful  of  whisky 
and  water  was  followed  by  dyspnea,  vertigo,  dimness  of  vision,  an  urti- 
carial eruption,  and  marked  prostration. 

1891. 

PoRTO  DE  Cahy.  Syncopes  produites  par  Tantipyrine.  Bui.  soc.  med.  prat., 
Paris,  1891,  p,  29. 

Girl,  20:  A  dose  of  15  grains  of  antipyrin  was  followed  by  vertigo  and 
marked  depression.  Two  months  later  a  dose  of  7.5  grains  produced  simi- 
lar symptoms.  Upon  a  third  occasion  syncope  followed  the  ingestion  of 
15  grains. 

1892. 

PiGNOT,  cited  by  Fournier,  1892.  p.  495. 

A  scarlatiniform  eruption  and  marked  depression  followed  the  ingestion 
of  antipyrin. 

1893. 

CERNfi.    Accidents  dus  a  I'antipyrine.    Normandie  med.,  Rouen,  1893,  8:  273. 

Girl,  11 :  Each  dose  of  antipyrin  was  followed  by  vomiting,  nose  bleed, 
and  depression. 
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1894. 

Lepine,  R.     Snr  les  accidents  produits  par  raiitipyrine.     Semaine  med.,  Paris 
1S94,  14:121. 

Woman,  53 :  On  throe  occasions  a  .l-^rain  dose  of  antipyrin  was  followed 
by  enormous  swelling  of  the  lips  and  tongue,  coma,  involuntary  evacuations 
of  bladder  and  bowels,  and  marked  prostration. 

Sutton.    A.      Toxic   symptoms   induced    by   antipyrin   and   chlorate   of   potash. 
Australas.  Med.  Gaz.,  Sydney,  1894,  13:  43. 

Young  woman,  headache:  A  dose  of  5  grains  of  antipyrin  was  followed 
by  the  appearance  of  a  bright  red  rash  and  symptoms  of  marked  depression. 

1896. 

ScHEEL.     Ein   Fall   von    Antipvrinvergiftung.     Cor.-Bl.    allix.    Mecklenb.   Aerzte, 
llostock   (1896),  1893-97,  Nos.  151-187,  p.  389. 

Woman,  50,  headache:  Ingestion  of  8  grains  of  migraiuine  was  followed 
by  swelling  of  the  tongue,  upper  lip,  pain  in  the  eyes  and  lachrymation, 
a  scarlatiniform  eruption,  and  marked  prostration. 

1897. 

DucHENNE.     Intolerance  excessive  pour   I'nutipvrine.     IMed.   mod..   Paris.   1S97, 
8 :  167. 

The  ingestion  of  12  grains  of  migraiuine  was  followed  by  marked  pros- 
triation  and  the  appearance  of  an  erythematous  rash  with  the  subsequent 
development  of  blisters. 

Wallace,  F.  G.     Poisoning  bv  antipvrin  :   recoverv.     Lancet.  London,  1897.   1 : 
409. 

.  Woman,  convalescent  from  typhoid :  Administration  of  10  grains  of  anti- 
pyrin in  aromatic  spirits  of  ammoniJi  and  water  was  followed  by  temporary 
blindness,  a  bright  red  eruption,  dyspnea,  and  great  depression. 

Webster,  E.    Antipyrin  poisoning.     Brit.  Med.  J..  Loudon.  1897,  1 :  458. 

Ingestion  of  5  grains  of  antipyrin  in  a  sedative  mixture  was  followed 
by  great  swelling  of  the  face,  dyspnea,  cyanosis,  an  eruption,  and  marked 
prostration. 

1903. 

Seiler.  D.     Ein  Fall  von  Antipvrin-Iutoxikation.     Cor.  Bl.  f,  schweiz.  Aerzte. 
Basel,  1902,  32:  470. 

AVoman,  26,  acute  rheumatism  :  After  having  taken  about  3  drachms  of 
antipyrin  in  divided  doses  there  appeared  edema  of  the  face  and  a  searla- 
tiniform   eruption   with  marked  depression. 

lOO  1  . 

Landrieux  et  IvorssPLvu.     Intoxication  par  r.-uitipvrine.     I»ul.  med.,  Paris.  1904. 
18:  357. 

The  ingestion  of  0.5  drahm  of  antipyrin  was  followed  by  very  intense 
dyspnea,  swelling  and  redness  of  the  face.  cory?.a.  and  prostration. 

11  x)?-. 

Azl^iMA.     Sur  un  cas  dMntoxication  par  ranlipvrin(\     Toulouse  nu'd.,  1907  (2.  s.), 
9:  111. 

Woman,  42:  Six  doses  of  antii»yrin  of  7.5  grains  each  within  three  hours 
were  followed  by  vertigo,  jter^istent  vomiting,  unconsciousness,  and  marked 

prostration. 
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NERVOUS  SYMPTOMS. 

In  these  cases  the  nervous  symptoms  appear  to  have  been  very 
prominent.  The  symptoms  varied  widely  in  the  different  cases.  For 
example,  there  was  in  one  case  what  appeared  to  be  temporary 
I^aralysis,  and  in  several,  excessive  restlessness  or  convulsions.  In 
others  there  were  disturbances  of  sensation,  like  numbness,  tingling, 
formication,  and  sensation  of  prickling.  In  still  others  there  were 
disturbances  of  hearing  or  speech,  great  mental  excitement,  excessive 
sneezing,  vertigo,  delirium,  or  coma.  In  one  or  two  instances  the 
symptoms  resembled  those  of  hysteria. 

188S. 

GiQUEL.     Les  accideuts  de  I'aiitipyrine.     Gaz.  bebd.  med.,  Paris,  ISSS,  25:  183. 

Ingestion  of  15  grains  of  autipyrin  was  followed  by  itcliing  of  tlie  gums, 

persistent  sneezing,  and  a  tickling  sensation  in  the  larynx,  cansing  congh 

and  hoarseness,     Jhis  was  followed  by  symptoms  of  coryza.     On  another 

occasion  3.75  grains  caused  similar  symptoms,  but  milder  in  degree. 

Peters,  S.     Poisoning  by  a  ten-grain  dose  of  antipyriue.     Med.  Reg..  Philadel- 
phia, ISSS,  3 ;  275. 

Woman,  25,  headache :  Ingestion  of  10  grains  of  antipyrin  was  followed 
by  distressing  nervous  symptoms,  including  pain  in  the  head,  excessive 
sneezing,  swelling  of  the  eyes  and  lachrymation,  and  maniacal  excitement. 

HoBB.  J.  T.     Idiosyncrasy  with  regard  to  antipvriu.     Lancet,  Loudon,  ISSS,  2: 
163. 

Woman,  headache:  A  dose  of  15  grains  of  antipyrin  was  followed  by 
nausea,  sneezing,  symptoms  of  coryza,  dyspnea,  and  aphonia. 

Sturge,  W.  a.     IdiosTucrasY  with  regard  to  antipvrin  :  A  warning.     Brit,  ^Nled. 
J.,  London,  ISSS,  1:  243. 

The  ingestion  of  5  grains  of  antipyrin  by  a  young  woman  was  followed 
by  the  appearance  of  an  urticarial  eruption  and  disagreeable  nervous  symp- 
toms, including  excessive  sneezing,  dyspnea,  profuse  sweating,  coppery 
taste  and  smell,  ringing  in  the  ears,  etc. 

usso. 

Batten,  R.  D,,  and  Bokenham,  T.  J.     A  contribution  to  our  knowledge  of  the 
physiological  action  of  antipyrin,     Brit.  Med.  J.,  Loudon,  1SS9,  1:  1224. 

(1)  In  each  of  3  cases  of  poisoning  by  antipyrin  there  was  great  restless- 
ness, anxiety,  and  giddiness,  and  a  sensation  of  prickling  in  the  feet.  (2) 
A  girl  taking  45  grains  of  antipyrin  daily  for  chorea  became,  on  the  third 
morning,  drowsy,  dizzy,  and  finally  delirious,  with  slow,  labored  breathing. 

1803. 

CoHN,  M.     Antipyrinintoxication.     Therap,  Monatsh.,  Berlin,  1802,  6:  624. 

A  dose  of  7.5  grains  of  antipyrin  was  followed  by  dizziness,  incoherent 
speech,  and  vomiting. 

lS9o. 

Lewix,  G.     Berl.  k!in.  Wochensehr.,  1895,  32:  727. 

(1)  Antipyrin  taken  for  headache  caused  convulsions  and  delirium. 
(2)   The  ingestion  of  antipyrin  was  followed  by  severe  dyspnea. 
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1904. 

Dancourt.  C.  Un  cas  d'iutoxication  profonde  par  Tiisage  immodere  de  Tanti- 
pyrine.     Nord.  med.,  Lille,  1904,  10:  8JX 

Patient,  55:  Habitual  use  of  0.5  draclmi  of  antipyrin  daily  had  a  detri- 
mental effect  upon  the  nervous  system,  causing  abolition  of  the  reflexes 
and  slight  paralysis. 

MOI  TH    SY^irXOMS. 

In  these  cases  the  toxic  symptoms  were  exhibited  chiefly  by  the 
mucous  membrane  of  the  mouth.  There  was,  in  most  instances,  a 
burning,  prickling  sensation,  which  was  followed  by  swelling  and  the 
development  of  small  blisters  upon  the  tongue,  inside  of  the  cheeks  or 
gums,  with  subsequent  ulceration.  In  most  cases  the  ulcers  healed 
kindly.  In  one  of  the  cases  a  number  of  abscesses  formed  in  the 
mouth. 

Bourns,  D.  C.  G.  Unusual  effects  of  antipvrin.  Brit.  Med.  J.,  London,  1889, 
2:  818. 

A  dose  of  20  grains  of  antipyrin  was  followed  by  cyanosis  of  the  lips, 
swelling  of  the  tongue,  and  the  development  of  small  ulcers  within  the 
mouth. 

X890. 

Salinger.  J.  L.  A  case  of  antipyrine  poisoning,  with  the  formation  of  mem- 
branes in  the  moutli.  and  symjitoms  of  Laryngismus  stridulus.  Amer.  J. 
Med.  Sci.,  Philadelphia,  1890   (u.  s.),  99:  489. 

Woman,  53 :  A  dose  of  5  grains  of  antipyrin  was  followetl  by  dyspnea,  an 
urticarial  eruption,  swelling  of  the  lips  and  tongue,  coma,  and  symptoms  of 
collapse.  On  the  third  day  a  white  membrane  formed  upon  the  tongue, 
lips,  and  pharynx,  and  soon  after  13  abscesses  the  size  of  a  chestnut  or 
smaller  developed  in  the  mouth.  On  two  subsequent  occasions  the  ingestion 
of  5  grains  of  the  drug  was  followed  by  similar  symptoms. 

1891. 

Veiel.  Ein  seltener  Fall  von  Blasenausschlag  in  Folge  von  Antipyrin.  Arch. 
Dermat.  Syph.,  Wien,  1891,  23:  33. 

Man,  33,  headache:  Ingestion  of  15  grains  of  antipyrin  was  followed  by 
itching  of  the  palms  and  soles,  swelling  of  the  lips,  and  the  formation  of 
blisters  in  the  mouth.  Similar  symptoms  appeared  whenever  the  patient 
took  antipyrin. 

1S93. 

GouRiN,  K.     Des  accidents  dns  a  ranliiiyrinc.     Paris,  ls!>;>,  p.  59. 

Ingestion  of  15  grains  of  antipyrin  was  followed  by  swelling  and  ulcera- 
tion within  the  month. 

lSO-4. 

Brasch,  M.  Zuin  Capital  dor  Ant ipxrinoxantbcnic.  Tlicrai*.  Monatsh..  P.erlin, 
1S94,  8:  5(55. 

Ingestion  of  30  grains  of  antipyrin  was  on  fonr  occasions  followed  by 
swelling  of  the  lip  with  the  formation  of  blisters  and  the  appearance  of 

white  i»la<jn('s  on  llic  tongne. 
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189o. 

Senator.     Berl.  klin.  Woclienschr.,  1895,  32:  727. 

Girl,  16:  Ingestion  of  45  grains  of  antipyrin  within  three  days  was  fol- 
lowed by  a  burning  sensation  in  the  eye,  mouth,  tongue,  and  pharynx,  and 
the  appearance  of  vesicles.  At  the  same  time  an  urticarial  eruption  de- 
veloped upon  the  body. 

1896. 

Dalcite,  p.  Accidents  causes  par  I'antipyrine,  Stomatite  ulcero-membraneuse. 
Bui,  mem.  soc.  med.  hop.,  Paris,  1896  (3  s.),  13:  704. 

Man,  26 :  A  dose  of  15  grains  of  antipyrin  resulted  in  the  appearance  of 
vesicles  in  the  mouth  followed  by  ulceration. 

Stein HARDT.  Idiosynkrasie  gegen  Antipyrin,  Therap.  Monatsh.,  Berlin,  1896, 
10:  629, 

The  ingestion  of  15  grains  of  antipyrin  was  followed  by  swelling  of  the 
lower  lip  and  the  development  of  ulcers  within  the  mouth. 

1897. 

Lyon.  Dermatitis  et  stomatitis  pemphigoides  dues  a  I'antipyrine.  Med.  mod., 
Paris,  1897,  8:  167. 

Woman,  32 :  The  ingestion  of  15  grains  of  antipyrin  was  followed  by  the 
appearance  of  a  pemphigoid  eruption  around  the  knee  and  elbow.  There 
was  also  an  eruption  upon  the  mucous  membrane  of  the  mouth. 

1898. 

Immerwahr,  R.  Ein  Fall  von  Antipyrinintoxication.  Berl.  klin.  Wochenschr., 
1898,  35:  751. 

On  two  occasions  the  ingestion  of  0.5  grain  of  antipyrin  was  followed  by 
the  appearance  of  vesicles  within  the  mouth. 

Martyn.  G.  K.  Stomatitis  following  the  administration  of  antipyrin.  Brit. 
Med.  J.,  London,  1898,  2 :  807. 

Ingestion  of  antipyrin  was  followed  by  the  appearance  of  patches  of 
superficial  stomatitis. 

1899. 

Delobel.  Stomato-Glossite  herpetiforme  consecutive  a  Tabsorption  d'anti- 
pyrine.     J.  sci.  med.  Lille,  1899,  1:  25. 

After  taking  30  grains  of  antipyrin,  and  again  after  15  grains,  the  patient 
suffered  from  an  eruption  of  herpetic  vesicles  in  the  mouth. 

1903. 

Leredde  et  Pautrier,  L.  Etude  experimentale  d'une  eruption  medicamenteuse, 
due  Ti  I'antipyrine ;  existence  de  lesions  sanguines.  Compt.  rend.  soc.  biol., 
Paris,  1903.  55:  910. 

The  ingestion  of  3  grains  of  antipyrin  was  followed  by  pruritus  of  the 
genital  organs,  an  urticarial  eruption,  nasal  catarrh,  and  patches  in  the 
mouth  and  upon  the  lips. 

1905. 

Loebl,  it,  Seltene  Lokalisation  eines  Antipyrinexanthems.  Med,  Bl„  Wien, 
1905,  28:  315, 

Following  the  ingestion  of  antipyrin  the  interior  of  the  mouth  became 
covered  with  small  blisters,  which  burst,  giving  rise  to  confluent  ulceratiou. 
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190G. 

Levin.    E.     Znr   Keniitiiiss   der   Miirriininvt'i-iriftunir.      P.tM-1.   kliu.    Woobenscbr., 
1906.  43:  766. 

Ingestion  of  15  grains  of  migrainine  was  followed  by  swelling  and  ulcera- 
tion of  tbe  mncous  membranes  of  tbe  moutb  and  profuse  salivation. 

EYE   SYMTTOMS. 

Under  this  heading  are  induded  the  cases  in  which  the  acuity  of 
Yision  was  diminished  or  the  sight  temjDorarily  lost,  and  also  the  cases 
characterized  by  the  symptoms  of  coryza,  with  swelling  of  the  lids, 
lachrymation,  and.  in  some  instances,  photophobia.  The  symptoms 
in  most  cases  appeared  promptly,  sometimes,  it  seemed,  almost  as 
soon  as  the  drug  reached  the  stomach. 

1906. 

HoTz.  F.  C.     A  case  of  antipyrin  amaurosis  induced  by  one  bundred  and  tbii'ty 
grains  taken  in  forty-eigbt  bours.     Arcb.  Opbtb.,  New  York,  190G,  35:  160. 

Man.  33  :  Had  taken  antipyretics  for  pain  for  tbree  years.  One  bundred 
and  tbirty  grains  of  antipyrin  witbin  forty-eigbt  bours  caused  bis  sigbt 
to  become  dim,  and  witbin  two  days  it  was  lost  completely.  It  returned 
slowly  and  in  two  montbs  be  was  practically  well  again. 

Inouye.   M.     Antipyrin   keratitis.     Opbtbalmol.,    Milwaukee,   1905-6,   2:  6ls. 

Woman.  48 :  Ingestion  of  25  grains  of  antipyrin  in  2  doses  was  followed 
by  tbe  development  of  41  superficial  infiltrations  upon  tbe  cornea,  25  upon 
tbe  rigbt  and  16  upon  tbe  left.  Tbe  autbor  also  reviews  a  case  reported 
by  Mizuo.'^  in  wbicb  ulcers  developed  upon  tbe  cornea  as  a  result  of  tbf 
ingestion  of  antipyrin. 

GEXITO-URIXARY    SYMPTOMS. 

Under  this  head  are  grouped  the  cases  in  which  the  toxic  effects  of 
antipyrin  were  exhibited  chiefly  in  some  part  of  the  geniio-urinary 
tract.  The  symptoms  presented  were  principally  albuminuria,  su^)- 
pression  or  incontinence  of  urine,  or  symjitoms  of  urethro-cystitis. 

1884. 

MuLLER.  F.     Beobacbtungeu  liber  Antipyrin.     CiMitrltl.  klin.  Med..  Leipzii:.  1SS4, 
5:  569. 

Drowsiness  and  involuntary  micturition  app(\-ir«Ml  in  two  cases  after  tlu> 
ingestion  of  antipyrin. 

IBSo. 

Haven.  II.  C.     Discussion  of  ^lason's  paper.      (1SS5.)      p.  53*^. 

Infant:  Ingestion  of  at  least  t'oni-  lo-grain  doses  of  antii)yrin  at  inter- 
vmIs  of  b;ilf  ;in  bour  caused  Nomiting  and  complete  suppression  of  urine 
for  over  twenty-four  bours. 


0  Xibon-Cankwa-dakkwiii-Zassbi,  1904.  vol.  s,  Xo.  11, 
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18S7'. 

DE  TuLLio,  P.     Kantipiriiia  iiel  reiuiiatisDio  articolare  acuto.     Progresso  med., 
Napoli,  1887,  1 :  913. 

The  ingestion  of  antipyrin  by  a  patient  suffering  from  articular  rheuma- 
tism was  followed  by  a  transient  albuminuria. 

1888. 

RouLiN,   L.     Observation   d'aceideuts  febriles  produits   par   Tantipyrine.      Bui, 
mem.  soc.  med.  prat.,  Paris,  1888,  p.  478. 

Ingestion  of  7.5  grains  of  antipyrin  hourly  for  four  hours  was  followed 
by  a  severe  chill,  delirium,  vomiting,  and  suppression  of  the  urine. 

1891. 

Biggs,  H.  M.     Notes  on  a  case  of  poisoning  by  antipyrine.     New  York  Med.  J., 
1891,  53 :  35. 

Man,  35,  headaclie :  Soon  after  the  ingestion  of  60  grains  of  antipyrin 
within  thirty  hours  the  urine  became  darlv  olive-green  in  color.  It  con- 
tained a  small  quantity  of  albumin  and  a  few  casts.  Secretion  scanty. 
Symptoms  disappeared  in  the  course  of  two  or  three  days.  No  evidence 
of  previous  renal  disease. 

Tompkins,   E.  L.     Albuminuria  caused  by  antipyrine.     Virginia  Med.   Month., 
Itichmond,  1891-92,  18:  105. 

Man,  locomotor  ataxia  :  Took  for  pain  each  night  about  60  grains  of 
antipyrin.  Entered  the  hospital  with  edema  of  the  legs  and  eyelids.  The 
urine  was  so  full  of  albumin  that  it  solidified  on  boiling.  Albumin  was 
abundant  in  the  morning  and  scanty  in  the  evening.  When  the  drug  was 
discontinued  the  albuminuria  disappeared  and  the  edema  diminished. 

1895. 

Ramos,  D.     Albuminuria  produzida  por  altas  doses  de  antipyrina.     Brazil-med., 
Rio  de  Janeiro,  1895,  9:  233. 

1897'. 

Spanoudis,  J      Dangers  de  Tantipyrine  dans  Terysipele.     Semaine  med.,  Paris, 
1897,  17:  42. 

Three  cases  in  which  the  ingestion  of  antipyrin  was  followed  by  anuria, 
with  great  restlessness  and  marked  depression.  One  case  terminated  in 
death. 

1898. 

Bksnier.     Bui.  soc.  frane.  dermat.  syph.,  Paris,  1898,  9:  193. 

An  intense  general  urticaria  followed  the  ingestion  of  antipyrin,  and  an 
antipyrin  tampon  inserted  for  epistaxis  caused  vesication  and  symptoms  of 
urethro-cystitis.. 

SYMPTOMS    OF    CORYZA. 

1888. 

Taylor,  II.  C.     Idiosyncrasy  to  antipyrin.     Brit.  Med.  J.,  London,  1888,  1:  695. 
Woman,  headache :  On  two  occasions  the  ingestion  of  antipyrin  was  fol- 
lowed by  symptoms  of  coryza  and  severe  paroxysms  of  coughing. 
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Gboll  et    Meunier.      Intoxication    par   I'antiprino.      Danpbine   nuM.,    Grenoble, 
1897,  21:  38. 

The  ingestion  of  22.5  grains  of  antipyrin  was  followed  by  symptoms  of 
coryza. 

1903. 

Albarel.     Accidents   dus   k   I'antipyrine.     Kev.   gen.   clin.    therap.,    Paris,    1903, 
17:  612. 

On  two  occasions  the  ingestion  of  a  T..5-grain  dose  of  antipjrin  was  fol- 
lowed by  coughing,  burning,  and  dryness  within  the  mouth,  and  symptoms 
of  severe  coryza. 

MISCELLANEOUS. 

1888. 

Brandenberg.   F.     Xebenwirkung  des  Antipvrins.     Cor.-Bl.,  f.  schweiz.  Aerzte, 
1888,  18:  611. 

Man,  acute  articular  rheumatism  :  Ingestion  of  15  grains  of  antipyrin 
was  almost  immediately  followed  by  odontalgia,  severe  otitis,  and  lachry- 
mation.  On  another  occasion  one-half  of  the  above  dose  produced  similar 
syniptoms. 

1SS9. 

Tuczek.    F.      Schwere   Antipyrinvergiftung    bei    einem    Kinde.      (Antipyrinepi- 
lepsie.)     BerL  klin.  Wochenschr.,  1SS9,  26:  373. 

Boy,  4,  whooping  cough :  Antipyrin,  IS  grains  in  3  doses  daily  for  three 
weeks,  was  followed  by  vomiting,  drowsiness  passing  into  coma,  convul- 
sions, and  the  appearance  of  a  macular  erythema. 

1890. 

DuFFUS,  J.  C.  G.     Parotitis  caused  by  antipvrin.     Brit.  Meil.  J.,  London.  1890, 
2:  733. 

Young  woman,  influenza  :  A  dose  of  10  grains  of  anti])yrin  was  followt'd 
by  dyspnea  and  swelling  of  the  parotid  glands. 

ISOl. 

CoMBEMALE.     I'u  cas  d'antii)vrinisme  chronique.      Bui.   med.   nord,   Lille,    isin. 
30:  304. 

A  ca^se  of  persistent  use  of  antipyrin  in  which  the  patient  took  from  l."> 
to  30  grains  daily  for  four  years. 

Yerneuil,     Gangrene  partielle  du   pied,  consecutive  A  des   injections  bypoder- 
miques  d'antipyrine.     Bui.  acad.  med.,  Paris,  1891  (3.  s. ).  2(>:  (102. 

Man,  39,  neuralgia:  (^langi-ene  followed  tbe  hypodermic  injection  of 
antipyrin. 

l«o:i. 

Cappelletti,   L.     Un  caso  di    anlipirinom.inia.     Uiv.   sjum*.   di    freniat.,    IN^iZixio- 
Emilia,  1893,  10:  100. 

Mania  foi-  anti|)yrin  in  a  neurotic  girl  aged  2.'>.  Took  small  doses  for 
headache,  and  gradually  incr«>ase(l  llie  amount  ni>  to  2  drachms  daily, 
causing  increase  in  tho  sev(M-ity  of  I  he  headaches,  anorexia,  hysterical 
con\nlsions.  .-iiid  symptoms  of  (lci>rcssion. 
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1895. 

Gonzalez   y   Campo,    J.      Intoxicacion    por   la    antipirina   a    dosis   terapeutica. 
Rev.  de  med.  y  cirug.  pract.,  Madrid,  1895,  36:  209. 

Case  in  which  the  poisonous  effects  of  antii)yrin  may  have  been  brought 
about  by  a  cumulative  action  due  to  imperfect  elimination. 

1897. 

Papillon,    G.    E.      Note    sur    un    cas    rare    de    dermatoneurose    consecutive    a 
I'ingestion  d'antipyrine.     Echo  med.  nord,  Lille,  1897,  1:  97. 

Girl,  19 :  Habitual  use  of  autipyrin.  Gradually  increased  the  amount 
until  she  was  taking  from  1  to  1.5  drachms  daily.  The  symptoms  resem- 
bled those  of  ulcer  of  the  stomach. 

ACETPHENETIDIN  (PHENACETIN). 

INTRODUCTOKY  RESUME. 


Following  is  a  list  of  the  recorded  cases  of  poisoning  by  acetphe- 
netidin  (phenacetin)  from  1887  to  the  close  of  the  year  1907,  with 
a  brief  abstract  of  each  case.  During  this  period  70  or  more  cases 
were  reported  by  41  observers.  As  already  stated,  it  is  practically 
impossible  to  determine  the  number  of  the  cases  with  accuracy,  owing 
to  the  indefinite  character  of  some  of  the  reports.  Of  the  total  num- 
ber of  cases,  3,  or  4.2  per  cent,  are  reported  to  have  terminated  fatally. 
This  number,  70,  is  notably  less  than  the  reported  number  of  cases  of 
poisoning  by  either  acetanilicl  or  antipyrin,  and  this  fact  tends  to  sub- 
stantiate the  common  belief  that  of  the  three  drugs  acetphenetidin  is, 
under  ordinary  circumstances,  the  least  liable  to  produce  ill  effects. 

The  number  of  cases  of  poisoning  reported  in  each  year  since  the 
introduction  of  acetphenetidin  as  a  remedial  agent,  together  with  the 
number  of  obseiwers,  is  shown  in  the  following  table : 

Cases  of  acetphenetidin  {phenacetin)  poisoning  reported  annually,  1887-1907. 
[No  cases  reported  for  years  omitted.] 


Year. 

Number 
of  cases. 

Number 

of 
observers. 

Year. 

Number 
of  cases. 

Number 

of 
observers. 

Year. 

Niimber 
of  cases. 

Number 

of 
observers. 

1887 

1888 

1889 

1890 

1891 

1892 

1 
23 
11 
6 
5 
4 

1 

10 
6 
3 
2 
2 

1893 

1894 

1895 

1896 

1899 

1901 

2 
3 
6 

1 
1 
1 

1 
3 

4 
1 

1 
1 

1903 

1904 

1905 

1907 

Total. 

1 

1 
2 
2 

1 

1 
2 
2 

1 

70 

41 

It  will  be  seen  that  23,  or  32.8  per  cent,  of  all  the  cases  were  reported 
during  the  year  following  the  advent  of  acetphenetidin  as  a  medicine 
in  1887,  and  that  40,  or  57.1  per  cent,  were  reported  during  the  years 
1888,  1889,  and  1890.  The  large  proportion  of  cases  reported  during 
this  period  was  undoubtedly  due  in  part,  as  in  case  of  acetanilid  and 
antipyrin,  to  the  fact  that  at  this  time  the  depressing  effect  of  acet- 
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2)henetidin  Avas  not  fully  appreciated,  and  it  was  administered  more 
or  less  freely  in  asthenic  as  well  as  sthenic  affections.  This  method  of 
administration  resulted  in  the  production  of  ill  effects  in  not  a  few 
cases.  After  the  year  1890  the  number  of  cases  of  poisoning  reported 
annually  w^as,  upon  the  average,  only  two  or  three  cases,  and  the 
number  appears  to  have  decreased  rather  than  increased  as  the  years 
passed. 

The  ill  effect  which  appears  to  occupy  the  place  of  greatest  im- 
portance in  the  recorded  cases  is  general  systemic  depression.  This 
symptom  appears  to  have  been  present  in  27,  or  38.5  per  cent,  of  the 
cases.  In  12  cases,  or  17.1  per  cent,  it  amounted  to  actual  collapse, 
and  in  15,  or  21.4  per  cent,  it  was  present  in  a  milder  form.  Cyanosis 
Avas  reported  in  34.3  per  cent  of  the  cases,  and  the  comparatively  fre- 
quent occurrence  of  this  symptom  indicates  the  close  pharmacological 
relationship  which  exists  between  acetphenetidin  and  acetanilid. 
Skin  affections  of  various  kinds  were  noted  in  30  per  cent  of  the  cases, 
dyspnea  in  14.3  per  cent,  and  disturbances  of  the  functions  of  the  kid- 
nej's  in  10  per  cent. 

ABSTRACTS    OF   ACETPHENETIDIN    i  PHENACETIN      CASES. 


KoBLER,  G.     Das  Acetplieuetidiii  nls  Antipyreticnin.     Wien.  med.   Wochonsclir.. 
1887.  37:  868. 

In  a  phthisical  patient  two  doses  of  pheuacetin  of  4.5  grains  each  within 
two  hours  caused  the  patient's  temperature  to  fall  rapidly  to  95°  in  the 
rectum,  with  profuse  perspiration  and  a  feeling  of  chilliness. 

Carslaw,  J.  II.     I'henacetiue  as  an  antii).vretic.     Glasgow  Med.  J..  1888.  30:  (14. 
A  single  dose  of  5  grains  of  phenacetin  caused  collapse  in  three  out  of 
five  tubercular  patients  to  whom  the  drug  was  administered. 

Cattani.   (i.     La   fenacetina.     Gazz.   med.   ital.   lomh..    Milano,  1888,   48    (.9  s. 
vol.  1)  :  455. 

The  author  had  twice  observed  hematuria  and  nei)hritis  following,  the 
ingestion  of  phenacetin.     lie  had  also  observed  an  acne-like  eruption. 

HoPPE.  II.     I'eber  du'  Wirkung  (U>s  Phenac-etiu.     Therap.  Monatsh..  Kerlin.  iss^. 
2:  1  (•>(>. 

(  1  )  Aiu'Hik'  girl  took  111  grains  of  pluMiacetin.  and  after  four  hours  a 
second  powder.  This  was  followed  by  dizziness,  shivering,  yawning,  chilli 
ness.  blueness  of  the  nails,  and  some  nausi>a.  ( LM  Woman.  44:  The  in- 
gestion of  l.~»  grains  of  i)henacetin  for  headache  was  followed  by  chills  and 
dizziness,  (o)  Thirty  grains  of  the  drug  taken  by  a  healthy  student  were 
followed  by  persistent  yawning,  nausea,  insomnia,  general  weakness,  feeblo 
pulse,  and  inability  to  stand.  The  symptoms  lasted  for  thre(^  hours,  (4^ 
Woman.  L'<i :  'I'lie  ingestion  of  15  grains  of  phenacetin  for  lu\Mdaelu»  was 
followed  in  fifteen  minutes  by  chilliness,  eoldness  of  the  extremities,  severe 
palpitation,  and  a  sensation  of  intense  fear.  The  symptoms  passed  off  after 
six  hours. 
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V.  Jaksch,  R.     Ueber  die  neneren  Antipyretica  unci  inre  Wirkiing  am  Kranken- 
bette.    Therap.  Monatsh.,  Berlin,  1SS8,  2:  1S9. 

Author  had  observed  that  the  administration  of  1.5  to  3  grains  of  phe- 
nacetin  to  children  in  a  number  of  cases  produced  profuse  sweating,  severe 
cyanosis,  and  even  symptoms  of  collapse. 

LiNDMANX.       Unangenehme,     bedrohliche     Nebenwirkungen     des     Phenacetin. 
Therap.  Monatsh.  Berlin,  1888,  2:  307. 

Woman,  34  :  Soon  after  taking  1.5  grains  of  phenacetin  she  felt  dizzy, 
cold,  and  nauseated.  Her  headache  became  worse,  and  after  three  hours 
she  took  another  phenacetin  powder.  This  was  followed  by  an  aggravation 
of  the  symptoms ;  the  nausea  and  sensation  of  chilliness  increased,  the 
hands,  lips,  and  cheeks  were  deep  blue,  and  there  was  cold  perspiration  and 
dyspnea. 

Mahxert,    F.     I'eber   Phenacetin   vom   klinischen   und   physiologischen    Stand- 
punkte.     Deutsche  med.  Wochenschr.,  Leipzig,  1888,  14:  1051. 

A  nervous  woman,  after  taking  13.5  grains  of  phenacetin  for  headache, 
developed  a  well-marked  urticaria  on  the  face  and  chest. 

Masius.     Contribution  a  Tetude  de  proprietes  therapeutiques  de  la  phenacetine. 
Bull.  acad.  roy.  med.  belg.,  Bruxelles,  1888  (4  s.),  2:  815. 

(1)  Girl,  19,  typhoid:  Was  given  7.5  grains  of  phenacetin  at  3  and  at  8 
o'clock  a.  m.  About  an  hour  after  the  second  dose  she  complained  of  thor- 
acic oppression,  a  sensation  of  intense  heat,  marked  prostration,  and  deep 
cyanosis.  The  cyanosis  passed  off  on  the  following  day.  On  the  preceding 
day  the  patient  had  taken  30  grains  of  phenacetin  without  ill  effect.  (2) 
Girl,  15,  typhoid:  Five  hours  after  taking  two  doses  of  phenacetin  of  3.75 
grains  each  the  patient's  temperature  rose  rapidly  with  a  severe  chill. 
There  was  also  slight  cyanosis  of  the  extremities.  (3)  Woman,  24:  The 
ingestion  of  three  doses  of  phenacetin  of  7.5  grains  each  was  followed  after 
four  hours  by  a  severe  chill  and  cyanosis  of  the  lips  and  skin  around  the 
eyes.  (4  and  5)  In  two  instances  the  ingestion  of  phenacetin  by  tubercular 
patients  produced  ill  effects,  principally  chills  and  cyanosis.  In  one  case 
the  dose  was  15  grains,  and  in  the  other  6  grains. 

MuLLER,  F.     reber  Acetphenetidin.     Therap.  Monatsh.,  Berlin,  1888,  2:  355. 

Author  observed  cyanosis  and  methemoglobinuria  in  two  patients  who 
were  taking  from  1.5  to  2  drachms  of  phenacetin  daily. 

RuMPF.     Ueber  das  Phenacetin.     Berl.  klin.  Wochenschr.,  1888,  25:  459. 

The  ingestion  of  15  grains  of  phenacetin  was  followed  on  several  succes- 
sive days  by  a  feeling  of  thoracic  oppression  and  slight  dyspnea. 

Valentin,  A.     Ein  Fall   von  Phenacetinexanthem.     Therap.  Monatsh.,   Berlin, 
1888,  2:  330. 

Two  hours  after  taking  a  dose  of  15  grains  of  phenacetin  the  patient  felt 
a  sensation  of  heat  and  by  the  next  day  the  entire  skin  was  covered  with 
red  spots.  The  eruption  was  especially  marked  upon  the  extremities.  It 
disappeared  after  twenty-four  hours. 

1889. 

Henschen.   S.   E.     Om   s.   k.   kontriir   verkan   af  febermedel.     T'psala    TJikarcf 
Forh.,  1888-89,  24:  263. 

Author  observed  in  a  patient  a  rise  of  temperature  after  the  administra- 
tion of  phenacetin. 
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HiRSCHFELDER.  I..  BeitraiT  zur  Wirkuiiir  dcs  IMieuac-etius.  Dentsclies  Arcli. 
kliu.  Med..  Leipzig.  lsSS-8l>.  44:  434. 

The  iugestioii  of  plieuacetiii  was  followed  hy  the  appearance  of  red  con- 
fluent macules!,  accompanied  by  a  sensation  of  burning  and  prickling.  The 
symptoms  disappeared  on  the  following  day. 

HoLLOPETER.  W.  C.  Plieuacetine  poisoning.  Med.  News.  Philadelphia.  lss'.>. 
55:  335. 

Woman,  30 :  Took  three  doses  of  phenacetin  of  7.5  grains  each  within 
six  hours.  She  passed  into  a  state  of  collapse,  with  severe  precordial  pain, 
great  dyspnea,  lividity  of  the  skin,  and  great  restlessness.  The  cyanosis 
persisted  for  three  days. 

HoRVATH.  A.  A'datok  a  phenacetin  hetasahoz.  Orvosi  hetil..  Budapest.  ISn!*, 
33:  474.     (Abs.  Pest,  med.-chir.  Presse.  Budapest,  1889.  25:  1134.) 

Report  of  two  cases  in  which  the  use  of  phenacetin  was  followed  by  an 
eruption  upon  the  skin. 

Oeffingeb.  Eine  eigenthiimliche  Xebenwirkung  des  Phenacetin.  Aerztl.  Mitth. 
Baden,  Karlsruhe.  1889,  43:  110. 

The  ingestion  of  30  grains  of  phenacetin  in  two  doses  with  an  interval 
of  three  hours  caused  edema  of  the  lower  eyelids.  A  few  days  hiter  4." 
grains  in  three  doses  caused  edema  of  the  face  and  fingers. 

Tbipold,  F.  Ueber  die  therapeiitische '  Wirkung  des  Phenacetin  und  Thallin. 
Wien.  kliu.  Wochenschr..  1889,  2 :  151,  178. 

Author  states  that  in  his  experience  doses  of  4.5  grains  of  phenacetin 
had  produced  deep  cyanosis  of  the  face  and  hands  and  profuse  perspiration 
in  children  suffering  from  tuberculosis.  In  a  case  of  pneumonia  a  dose  of 
4.5  grains  caused  severe  collapse,  with  cyanosis.  Even  3  grains  caused 
chills,  collapse,  and  cyanosis  in  two  cases  in  children. 

1S90. 

CoLLiscHONN.  Phenacetiu  als  Antirheumaticnm.  Deutsche  me<l.  Wochenschr.. 
Leipzig,  1890,  16:  97. 

The  ingestion  of  phenacetin  was  followed  by  repeated  vomiting,  so  that 
the  administration  of  the  drug  had  to  be  stopped. 

RiFAT.  Traitement  du  rhumatisme  aigu  et  bienuorrhagique  par  la  phenacetine  a 
haute  dose.    Bui.  gen.  therap.  (etc.).  Paris,  1890,  118:  410. 

(1  and  2)  In  two  cases  pneumonia  and  tuberculosis,  respectively,  doses 
of  4.5  grains  of  phenacetin  caused  profuse  perspiration,  a  tendency  to 
syncope,  and  great  restlessness.  (3)  In  a  case  of  typhoid  fever,  cyanosis 
followed  the  administration  of  large  doses  of  phenacetin.  (4)  AA'oman,  ().". 
articular  rheumatism,  with  arteriosclerosis :  The  ingestion  of  75  grains  of 
phenacetin  daily  was  followed  on  the  fourth  day  by  the  appearance  of 
uremic  symptoms.  There  were  vomiting,  severe  dyspnea,  fear,  and  almost 
complete  sui)pression  of  the  urine. 

I'BALDi,  A.  Suir  aumento  delTacido  solforico  accoppiato  nelle  urine  in  seguito 
alia  somministrazione  di  fenacetina.  Azione  tossica  della  fenacetina. 
Kiforma  med.,  Nai)oli,  1890.  (>  (1)  :  752. 

IMOI. 

Demme.  T>l)er  die  Wirkung  und  Dosirung  dor  hauptsiichlistiMi  noueren  Anti- 
pyretica,  mit  Beziehung  auf  das  Kindesalter.  Therap.  Monatsh..  Berlin. 
ISDI,  5:  1(10. 

Author  bad  observed  an  «>rui)l:on  resembling  that  of  measle.><.  jmd  cya- 
nosis of  tb«^  cheeks  and  mucous  nu'mbianes  in  children  after  the  use  of 
phenacetin. 
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aARE,  H,  A.     Fever:  Its  pathology  and  trentmeiit  by  antipyretics.     1891,  Phila- 
delphia and  London,  p.  122. 

The  author  mentions  two  cases  in  which  the  ingestion  of  5-grain  doses  of 
])henacetin  was  followed  by  the  appearance  upon  the  skin  of  large  wheals, 
like  those  observed  in  urticaria. 

1893. 

Fernandez    de    Ibarra.   A.  •  M.     Un    caso    de    envenenamiento    con    fenacetina ; 
curacion.     Gac.  med.  catal.,  Barcelona,  1892,  15:  229. 

riNGLEY.  W.  K.     Peculiar  vasomotor  disturbance  after  the  administration  of 
pheuacetine.     Med.  Rec,  New  York,  1892,  42:  341. 

The  author  had  observed  three  cases  with  almost  identical  symptoms.  In 
each  of  them  phenacetin  alone  produced  no  disturbance,  but  if  champagne 
were  taken  in  addition,  even  after  the  lapse  of  some  hours,  the  patient's 
face  became  flushed,  the  eyes  suffused,  and  the  conjunctiva  bright  red. 
White  spots  appeared  irregularly  over  the  neck,  face,  and  chests  and  vertigo 
was  present.  Whisky,  brandy,  and  claret  alone  did  not  produce  these 
effects. 

1893. 

LLOWAY,   H.     Does  phenacetin   possess  convulsivant  properties?     Med.   News, 
Philadelphia,  1893,  63:  240. 

Report  of  two  cases  in  which  5  grains  of  phenacetin  produced  typical 
hystero-epileptie  convulsions  in  women. 

1894. 

Iarold,    J.     rnpleasant    effects    of    phenacetin.     Practitioner,    London,    1894, 
53:  444. 

The  patient,  a  woman,  took  from  5  to  8  doses  of  phenacetin  of  10  grains 
each  within  twenty-four  hours.  Almost  immediately  she  complained  of 
palpitation  of  the  heart ;  her  face,  except  the  bridge  of  the  nose,  became 
scarlet ;  her  pulse  became  very  rapid,  and  she  suffered  from  headache  and 
shortness  of  breath. 

^xowLES,  F.  E.     Symptoms  of  poisoning  from  a  probable  overdose  of  pheuace- 
tine.   Med.  Rec,  New  York,  1894,  46:  564. 

Patient  took  headache  powders  of  unknown  composition,  and  then  10 
grains  of  phenacetin.  There  followed  a  chill,  prostration  with  marked 
cardiac  depression,  cyanosis,  particularly  of  the  extremities,  and  cold  per- 
spiration. The  pulse  was  40  and  scarcely  perceptible  at  the  wrist.  Recov- 
ery after  three  hours. 

Davis.   J.    S.     A   report   of  three   cases   of   addiction   to   coal-tar   derivatives. 
Amer.  Med.  and  Surg.  Bui.,  1894,  7 :  1490. 

Woman :  Had  been  addicted  to  the  phenacetin  habit  for  about  seven 
months,  daily  quantity  being  between  15  and  20  grains.  Addiction  was 
discovered  by  her  husband  when  her  supply  of  the  drug  gave  out  and  the 
local  pharmacist  also  ran  out  of  a  supply  temporarily.  Violent  convulsive 
and  hysterical  seizures  followed  and  continued  until  phenacetin  was  secured 
for  her.  Pulse,  170.  and  very  weak.  Respiration,  30,  spasmodic.  Pupils 
widely  dilated ;  pallor,  cold  perspiration.  She  had  more  than  a  do^en  con- 
vulsions and  vomited  freely.  Before  beginning  the  habit  she  was  "a 
healthy,  buxom  coumtry  girl."  Examination  made  after  the  attack  above 
described  showed  some  anemia,  complexion  bad,  circulation  weak,  pulse 
124,  restless  and  troubled  sleep,  impaired  digestion,  occasional  vertigo. 
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Cerna,  D.     riienacetiii  as  a  toxic  agent.     Tr.  Texas   Med.   Assoc.    Galveston, 
1895,  p.  120). 

Infant,  5  days  old,  was  given  seven  2-grain  plienacetiu  powders  within 
two  days.  It  became  fretful,  weak,  and  cyanosed.  On  the  next  day  the 
conjunctiva  was  jaundiced,  the  skin  cyanosed,  and  the  child  very  restless. 
On  the  day  following  there  was  extreme  cyanosis,  and  bloody  urine  was 
passed  in  large  quantity. 

Kronig.     G.     Phenacetin-Vergiftung     mit     todtlichem     Ausgang.     Berl.     klin. 
Wochenschr.,  1S95,  32:  998. 

Boy,  IT :  After  taking  15-grain  doses  of  phenacetin  for  headache  for 
three  weeks,  a  dose  caused  vomiting,  followed  on  the  next  day  by  prostra- 
tion, cyanosis  of  the  face,  weak  pulse,  and  diarrhea.  Jaundice  followed, 
and  the  cyanosis  spread  to  the  extremities.  The  urine  consisted  of  almost 
pure  blood.     Death  occurred,  after  two  days,  from  methemoglobinemia. 

Lackie.  J.  L.     Note  on  phenacetin  as  causing  dyspnoea  and  orthopuoea.     Med. 
Tress  and  Circ,  London,  1895,  60 :  208. 

(1)  Dyspnea  and  great  restlessness  followed  the  ingestion  of  phenacetin 
every  two  hours  in  15-grain  doses.  (2)  The  ingestion  of  20  grains  of 
phenacetin  every  two  hours  caused  marked  dyspnea,  which  lasted  for  one 
hour. 

West,  R.  M.     Two  cases  of  phenacetin  rash.     Lancet.  London.  1895,  1  :  91. 

(1)  Ingestion  of  two  5-grain  tabloids  of  phenacetin  by  a  man  28  years 
of  age  was  followed  in  three  hours  by  the  appearance  of  a  scarlatiniform 
rash  upon  the  face,  chest,  and  arms.  It  disappeared  in  two  hours.  (2)  A 
young  woman  took  phenacetin  in  doses  of  from  5  to  15  grains  for  neuralgia. 
On  each  occasion  an  urticarial  rash  appeared,  chiefly  upon  the  face  and 
neck,  after  a  lapse  of  one  or  two  hours. 

1S96. 

Betts.  AV.  A.     A  case  of  phenacetin  idiosvncrasy.     Brit.  Med.  J..  London,  1."=n90. 
1  :   14G. 

Patient  took  8  grains  of  phenacetin  every  three  hours  for  headache. 
After  the  third  dose  he  felt  very  ill,  and  his  face  became  pale.  This  was 
followed  by  shivering,  dyspnea,  cold  perspiration,  and  the  development  of 
wheals  on  the  back  of  the  hands  and  on  the  right  shoulder.  The  face  was 
of  a  mahogany  color  and  swollen.     Dread  of  death.     Recovery. 

1S90. 

GuLEKE,  II.     Taubheit  in  Folgo  v(»n  PbenacotiiHuissbrauch.     Zts.  i)rakt.  Aorzle, 
Frankfurt,  18!)9,  8:  7«)5. 

Male.  48:  Ingestion  of  10.."  grains  of  phonaci^tin  cvory  two  hours  until 
10  doses  had  been  taken  (ansod  cyanosis  and  complete  d(>afness. 

lf><>l. 

KiBHE,   M.    E.     Eof'hymotic  spots  and    pruritus  due   to   phenacetin.     Occidental 
Med.  Times,  San  Francisco.  1901,  15:  871. 

Woman.  .50:  Ingestion  of  six  ."-grain  powders  of  phenacetin  during  the 
evening  and  in(UMiing  caused  itching  of  skin  over  aixlomen  and  limbs.  On 
the  fourtli  day  large  Mre.is  of  ecdiyniosis  apiK'ared  on  the  inner  surface  of 
each  thigli.  :ind  smaller  oii.>s  on  the  abdomen  and  extensor  surfaces. 
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1903. 

White,  A.  T.  A  case  of  acute  dysentery,  in  which  death  occurred  from  acute 
cardiac  dilatation  probably  due  to  chronic  phenacetin  poisoning.  J.  Trop. 
Med.,  London,  1903,   6:  176. 

The  ingestion  of  about  3,000  grains  of  phenacetin  in  5-grain  doses  within 
sixty  days  for  fever  was  accompanied  by  great  depression  and  a  rapid 
dilation  of  the  heart  followed  by  death.  The  result  may  fairly  be  attrib- 
uted to  the  inordinate  use  of  the  drug. 

1904.. 

Laurence,  S.  M.  Case  of  poisoning  bv  phenacetin  and  antikamnia.  Brit. 
Med.  J.,  London,  1904,  1:  545. 

The  ingestion  of  75  grains  each  of  phenacetin  and  antikamnia  was  fol- 
lowed by  vomiting  and  malaise.  The  face  became  pinched  and  pale,  and  the 
expression  anxious.  The  eyes  were  small  and  the  lips  and  fingers  purple. 
Marked  prostration  with  cold  perspiration. 

LoBL,  Y.  Aspirin-es  phenacetinmergezesek.  (Aspirin  and  phenacetin  poison- 
ing.)    Budapest!  orv.  ujsag.,  1904,  2:  803. 

HiRSCHFELD,  M.  Eiu  Fall  von  chronischer  Phenacetin-Vergiftung.  Deutsche 
med.  Wochenschr.,  Leipzig,  1905,  31:  66. 

The  ingestion  of  phenacetin  for  headache  was  followed  by  the  appearance 
of  an  eruption  of  petechial  spots  upon  the  legs,  followed  in  the  course  of 
a  week  by  ulceration.  The  ulcers  healed  rapidly  when  the  drug  was  dis- 
continued, and  appeared  again  after  another  dose  of  22.5  grains. 

Meurice,  J.  Contribution  a  I'etude  de  la  toxicite  de  la  phenacetine.  Ann  soc. 
de  med.  de  Gand.,  1905,  85:  199. 

The  ingestion  of  15  grains  of  phenacetin  every  two  hours  for  twenty-four 
hours  was  followed  by  great  weakness  and  then  symptoms  of  collapse, 
with  tendency  to  syncope,  vertigo,  dyspnea,  cyanosis  of  the  extremities, 
precordial  pain,  nausea,  and  rapid  and  feeble  pulse.  The  skin  was  of  a 
yellowish-gray  color,  and  on  the  next  day  there  appeared  a  macular 
erythema.     Recovery  after  five  days. 

1907. 

Tobey,  George  L.  Fatal  poisoning  by  phenacetin  in  headache  tablets.  Monthly 
Bulletin  of  the  State  Board  of  Health  of  Massachusetts,  January,  1908. 

On  Friday,  December  ^13.  1907,  at  9.20  p.  m.,  a  girl  of  16.5  years,  in  good 
general  health,  but  having  a  headache  and  feeling  that  she  had  taken  cold, 
took  2  headache  tablets  and  went  to  bed.  Later,  her  mother  heard  her 
coughing  and  went  to  her.  There  was  nothing  at  this  time  to  cause  alarm, 
but  a  little  before  11  o'clock  the  girl's  lips  and  face  began  to  become  blue, 
and  in  consequence  a  physician  was  sent  for.  He  responded  at  once,  and 
found  the  girl  with  great  weakness  of  the  heart  and  edema  of  the  lungs. 
Before  he  could  administer  any  remedy  she  was  dead. 

The  box  with  the  remaining  tablets  was  sent  to  the  office  of  the  state 
board  of  health  for  examination.  The  tablets  were  found  to  contain 
phenacetin.    The  box  was  labeled  "  Danbury's  Headache  Tablets." 
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